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288 


Af-(3,4-dichlorophenyl)-6-(melhyloxy)-7-({[4-(pyridin-2-ylmethyl)inorpholin-2- 
yllmethyl}oxy)quinazolin-4-amiiie 


289 


Af-(3,4-dichIorophenyl)-6-{methyloxy)-7-{[(4-pent-2-yn-l-ylmorpholin-2- 
yl)methylloxy } quinazolin-4-amine 


290 


W-(3,4-dichlorophenyl)-6-(methy loxy)-7-( { [2-(4-methylpiperazin-l -yl>- 1 ,3-thiazol-4- 
yllmethyl } oxy)quinazolin-4-amine 


291 


yV-(3,4-dichlorophenyl)-6-<methyloxy)-7-({[5-(l-methylpyrrolidin-2-yl)-l,2,4-oxadiazol- 
3-yl]methyUoxy)quinazolin-4-amine 


292 


^-(3-chloro-4-fluorophenyl)-7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


293 


7-{[(4-butyl-l,4-oxazcpan-2-yl)methyi]oxy}-Af-{3 ) 4-dichlorophenyl)-6-(methyloxy) 
quinazolin-4-amine 


294 


(3,4-dichlorophenyl)[7-<methyloxy)-6-({[4-(2-methylpropyl)-l,4-oxazcpan-2- 
ylltnethyl}oxy) quinazolin-4-amine 


295 


7-{[(4-acetyl-l-ethylpiperazin-2-yl)methyl]oxy}-N-(3 I 4.dichlorophenyl)-6- 
(methyloxy)quinazo1in-4-amine . _ 


296 


(3,4-dichlorophenyl)(6-(methyloxy)-7-{[(4-pentyl-l,4-oxazepan-2-yl)methyl]oxy} 
quinazolin-4-amine 


297 


(3,4-dichlorophenyl)[6-(methyloxy)-7-({[4-(tetrahydro-2H-pyran-2-ylmethyl)-l,4- 
oxazepan-2-yllmethyl}oxy)quinazolin-4-amine . 


298 


(3,4-dichlorophenyl)[6-(methyioxy)-7-({t4-(3-thienylmethylVl,4-Oxazepan-2- 
yl]methyl}oxy) quinazolin-4-amine 


299 


W-[4-chloro-2,5-bis(methyloxy)phcnyl]-7-{t(4-mcthylmorpholin-2-yl)mcthylJoxy}-6- 
(methyloxy)quinazolin-4-amine __ 


300 


A'-(3-bromo-2-methylphenyl)-7-{[(4-methylmorpholin-2-yl)niethylJoxyJ-6- 
(methyloxy)quinazolin-4-amine „ 


301 


7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6-(inethyloxy)-^-(3,4,5- 
trichlorophenyl)quinazolin-4-amine 


302 


M(3-chloro-2-methy lphcnyl)-7- { [(4-methylmorpholin-2-yl)methyl joxy) -6- 
(methyloxy)quinazolin^-an.ine ( u„ 1W vi 


303 


Af-(3,4-dichlorophenyl>7-{[(4-ethanimidoyl-l,4-oxazepan-2-yl)methylJoxyj-6- 
(methyloxy)quinazolin-4-aminc 


304 


AH4-bromo-2-fluorophenyl)-7-{[(4-methylmoipM 

(methyloxv)quinazolin-4-amine . . 


305 


AT-{5-chloro-2-fluorophenyl)-7-{[(4-methylmorpholin-2-yl)methylJoxy}-b- 
(methyloxy)quinazolin-4-amine _ 


306 


Af-(4-chloro-2-fluorophenyl)-7-{[(4-methyImorphohn-2-yl)methylJoxy}-6- 
(methyloxy)<iuinazolin-4-amine 


307 


tf-(2,4-dichlorophenyl)-7- { [(4-methy lmorpholin-2-yl)methyl]oxy} -6- 
(methyIoxy)quinazolin-4-amjne 


308 


AH2,4-dibroinophenyl)-7- { [(4-methylmon)holin-2-yl)methyI]oxy } -6- 
(methylox/)quinazolin-4-amine — — 


309 


7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6-(mcthyloxy)-^-(2,3,4- 
trichlorophenvnquinazolin^-amine „ . 


310 


yV-(3 ,4-dichloropheny l)-7- { [( 1 -ethyl-4-methylpiperazin-2-yl)methyl]oxy} -6- 
fmethvloxvtQuinazolin^-amine 


311 


yV-cyano-2-<{[4-K3,4-dichlorophenyl)aniino]-6-{methyloxy)quinazolm-7- 
yl]oxy}methyl)morpholine-4-carboximidamide 


312 


^3,4-dichlor 0 phenyl>6Kmethyloxy)-7K{[2-(pyrrolidin-l-ylinethyl)-l ) 3-thiazol^- 
yl]methyl}oxy)quinazolin-4-amine . 


313 


7V-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4-(tetrahydro-2H-pyTan-4-yl)inorphohn-2- 
1 yl]mcthyl}oxy)quinazolin-4-amine „ 
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314 


Af-(3,4-dichlorophenyl>7-({[4-{2-ethylbutyl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


315 


7-({[4-(cyclohexylmethyl)morpholin-2-yl]methyl}oxy)-W-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine _ 


316 


2-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
ynoxy}methyl)morpholin-4-yllethanol 


317 


7- { [(4-but-2-yn- 1 -ylmorphol in-2-y l)methyl]oxy } -#-(3 ,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


318 


7-{[(4-cyclobutylmorpholin-2-yl)methyl]oxy}-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine . — 


319 


JV-(3,4-dichlorophenyl)-7-[({4-[2-(l,3-dioxolan-2-yl)ethyl]morpholin-2-yl}methyl)oxy]- 
6-(methyloxy)quinazolin-4-amine — 


320 


7-«[4-(2-cyclohexylethyl)morpholin^ 

(methyloxy)guinazolin-4-amine , -— — 


321 


^-(3 ) 4-dichlorophenyl)-7-[({4-[2-(l,3-dioxan-2-yI)ethyl]morpholin-2-ylJmetnyuoxyJ-6- 
(methyloxy)quinazolin-4-amine , „ ~ 


322 


Af-(3,4-dichlorophenyl)-6-( m ethyloxy)-7-{t(4-pent-4-en-l-ylmorpliolin-2- 
vnmethylloxy}quinazolin-4-amine . 


323 


iV-(3,4-dichlorophenyl)-7-[({4-[(2R)-2-mcthylbutylJmorphoiin- J i-yijmeihyl>oxyJ-6- 
(methyloxy)quinazolin-4-amine . 


324 


^-(3,4-dichlorophenyl)-7-({[4-(4-fluorobutyl)morpholin-2-yl]methyljoxy>-t)- 
(methyloxy)quinazolin-4-amine 


325 


3-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolm-7- 
ylloxy}methyl)morpholin-4-yl]butan-2-one 


326 


l-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)qumazolin-/- 
yl1oxy}methyl)morpholin-4-vnbutan-2-one . . 


327 


N-(3,4-dichloroph e nyl)-6-(niethyloxy)-7-{l(4-p e ntylniorpnohn-2- 
vnmethylloxy}quinazolin-4-amine _ — 


328 


W-(3,4-dichloroph e nyl)-7-{[(4-hexylmorpholin-2-yl)methyljoxyj-<,- 
fmethvloxy)quinazolin-4-amine — 


329 


Af-(3,4-dichlorophenyl)-7-{[(4-heptylmoipholin-2-yi>metnylJoxy}-*- 
(methyloxv)quinazolin-4-aminc — — 


330 


Af-(3,4-dichlorophenyl)-6-(mcthyloxy)-7-{l(4-octyimorpholin-2- 

vnmethynoxy}quinazolin^-amine___ 


331 


N-{3,4-dichlorophcnyl)-6-{methyloxy)-7-({[4-(2-phcnylethyl)morpnoiin-z- 
vllmethyl}oxy)quinazolin-4-amine 


332 


■7.{[(4-butylmorpholin-2.yl)methyl]oxy}-/V-(3,4-dichlorophenyl)-<>- 
(methvloxy)quinazolin^-amine - 


333 


N-(3,4-dichlorophenyl)-6-{mcthyloxy)-7-{l(4-prop-iJ-en-i-ylin 0 tph 0 l...-2- 
vhm'ethvnoxvtquinazolin-4 -amine „ 


334 


2 .[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolm-/- 
vl]oxy}inethynnion)holin^-vl]-l-phenylethanone 


335 


AK3,4^icMoioph«^^ 

(methyloxy)quinazolin-4-amine — - „ — rr 


336 


" m ii i^irhinmnhenviv?^ < [4-( 3 -methy lbut-2-en- 1 -yl)morpholin-2-y Ijmetny 1 } oxy)-<>- 
yv-^3)4-oicnioropnenyi/- * * r 

rmethvloxv)quinazolin-4-amine _ 


337 


7-[({4.[(2E)-3-bromoprop-2-en-l-yl}morpholin-2-yl}methylJoxyj-/v-^,4- 
dichlorophenvn-6-(methyloxv)quinazolin^-aminc _ „ 


338 


2.[2-<{[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazohn-7- 
vlloxv)niethYl)morpholin-4-ynacetamide . 


339 


Ar-(3,4-dichlorophenyl>-6-(rnethyl 0 xy)-7-[({4-[3-(tetrahydro-2H-pyran-2-yloxy>propylj- 
1 4-»y a 7g pa n-2-vUmethvl>oxy1quinazoliii^-amine __ 
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340 


V-(3,4-dichlorophenyl)-7-({[ 4 -( 3 - meth y^ ut y 1 )-1.4-oxazepan-2-yl]methyl}oxy)-6- 
mcthyloxy)quinazolin-4-amine 


341 


7-( { [4-(cyclohexylmethy 1)- 1 ,4-oxazepan-2-yl]methyl} oxy)-4-[(3 ,4- 
dichlorophenynmethyll-6-<niethyloxy)c|uinazoline . 


342 


7-({[4-(2-cyclohexylethyl)- 1 ,4-oxazepan-2-yl]methyl}oxy)-4-l(.3>4- 
dichlorophenyl)methyl]-6-(niethvlQxy)quinazoline 


343 


Af-(3 f 4-dichlorophenyl)-7-( { [4-(2-ethy lbuty 1)- 1 ,4-oxazepan-2-yl]methyl) oxy,H>- 
(methyloxy)quinazolin-4-aminc 


344 


//-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4-(methylsultonyl)-l,4-oxazepan-z 
yllmethyl}oxv)quinazolin-4-amine _ „ . — 


345 


Ar-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4-(l-inethylpipendin-4-yl)morpnoiin/ 
vl1itiethvBoxy'k|uinazolin-4-amine 


346 


^-(3-chloro-2-fluorophenyl)-7-{L(4-methylmorpnonn-^-yi;mcuiyijUAjr/-w 
fmethyloxy)auinazolin-4-amine . — . — — 


347 


N 1 cyano-2-({[4-[(3 4-dichlorophenyl)amino]-6-(methyloxy)quinazolin- /- 

YllnxY} methvl)- 1 .4-oxazepane-4-carboximidamide 


348 


Ar-(3-bromo-4-methylphenyl)-7-{[(4-methylmorphoiin-z-yi;meinyijoxyi w 
(methyloxy)quinazolin-4-amine 


349 


JV-(3,4-dichlorophenyl)-7-{[(l,4-diethylpiperazin-2-yi)methylJoxy} 6 


350 


4-({[4-[(4-bromo-2-fluorophenyl)amino]-6-(methyloxy)quinazoiin-/-ylJoxy}inethyl) 
cyanopiperidine-1 -carboximidamide . 


351 


yV-(3,4-dichlorophenyl)-6-(mcthyloxy)-7-({[4-(methylsultonyUmorpholin2 
vl1niethvUoxv)quinazolin-4-amine _ — _ 


352 


A'-(3,4-dichlorophc^yl)-6-(mcthyloxy)-/-LU i »-H.P nen y I^,el,, y l ^ u " onylJ, "" H 
j^methyl)oxylquinazol|nf-amine ho|in . 2 i }methy i )oxy] -6- 


353 


N-(3,4-dichlorophcnyl)-7-[({4-[(4-fluorophenyl)sulfonyl]morpnoun z yijiuc y > n 


354 


Af-(3,4-dichlorophenyl)-7-({[4-(ethylsulfonyl)morphoUn l yijmemyiju y> 
(methyloxy)quinazolin-4-amine — -- — _ 


355 


N-(3,4-dichlorophenyl)-6-(niethyloxy)-/HU4-<,pncnyi!,uin>iiyi;i..u.pnoiin i 
yllmethyl)oxy)guinazolin-4 : amine „ Umpthv iwv1-^-(3 4-dichlorophenyl)-6- 


356 


7-[({4-[(3-cWoropropyl)sulfonylJmorpholin-2-yl}methyl)oxyJ-/v-(.J,4 0icnioropncnyi J , 
(methvloxv)quinazolin^-amine dichloro D h e nvl>-6- 


357 


7-({[4-(butylsulfonyl)morpholin-2-ylJmemyi)oxy;-iV-t3,4-dn,I.Iu. l /piiwiyuu 
(me^loxyjquinazolin-^-ainine ^^hvlphenvnsulfonynmorpholm-2- 


358 


^-(3,4-dichlorophenyl)-6-(methyloxy)-7-m4-lt4-meihylpli C ..yI>»«iionyuniorp 
yl)methyl)ox y lquina2^ol.n-4- a min e v i kar bonyl1.norpholin-2- 


359 


Af-(3,4-dichlorophenyl)-7-[({4-[(3,5-dimetnylisoxazol-4-yl>-a.Donyijinorpnoi 


360 


JV-(3,4-dichlorophenyl)-6-(methyloxy)-7-Ut4-UJ-».meinyioAy;Hi«'^oacciyi;iiu h 


361 


JV-(3,4-dichlorophenyl)-6-(methyloxy)-7-(U4-(2-n>ctnyipcnianoyumoi H ii U .. 


362 




363 


(methyloxy)quinazolin-4-amine _ — ;." „ 


364 


">(3,4^ichlorophenyl)-6-{methyloxy)-7-({[4-(2-propylpentanoyl)moipno.in-^ 

vllmethyl)oxy)quinazolin-4 j: amine ^ 


365 


yV-(3,4-dichloroph e nyl)-6-(methyloxy)-7-{{[4-(4-mcthylpentanoyl)morpno..n-z- 
yl]methyl}oxy)quinazolin-4-amine 
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366 


AK3,4-dichlorophenyl)-7-[({4-[(2,5-difluorophenyl)carbonyl]morpholin-2- 


367 


7-({[4-(cyclopentylcarbonyl)morpholin-2-yl]methyl}oxy)-jV-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


368 


^-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4-(2-phenylbutanoyl)morphohn-2- 
vllmethyl}oxy)quinazolin-4-amine _ 


369 


JV-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({4-[(2,3,6- 
trifluorophenvl)carbonyl]morpholin-2-yl>methyl)oxylquinazolin-4-amine 


370 


Af-(3,4-dichlorophenyl)-7-({[4-(fiiran-3-ylcarbonyl)morphohn-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


371 


JV-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4-propanoylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine . 


372 


7V-(3,4-dichlorophenyl)-7-{[(4-hexanoylmorpholm-2-yl)methylJoxy}-6- 
(methyloxy)quinazolin-4-amine . . 


373 


N-(3,4-dichlorophenyl>7-({[4-(2-ethylhexanoyl)moipholin-2-yl]methyl}oxy)-o- 


374 


/V-{3,4-dichlorophenyl)-6-(inethyloxy)-7-({[4K3-phenylpropanoyl)morpholin-2- 
yllmethyl}QxvVjuinazolin-4-amine 


375 


Af-(3,4-dichlorophenyl)-7-({[4-(2,2-dimethylpropanoyl)morpholin-2-yljmetnyl}oxy;-o- 
(methyloxy)quinazolin-4-amine 


376 


/V-(3,4-dichlorophenyl)-6-(methyloxy)-7-{{[4-(naphthalen-l-ylcarbonyl)morphoiin-2 
yllmethynoxy)quinazolin-4-amine , - 


377 


7-t({4-[(2-chloropyridin-3-yl)carbonyl]morphohn-2-yl}methyl)oxyJ-^-^,4- 
dichlorophenvlV6-(methyloxy)quinazolin-4-amine _ 


378 


7-[({4-[(6-chloropyridin-3-yl)carbonyl]morphohn-2-yl}methyl)oxyj-^J,4- 
dichlorophenyl)-6-fmethyloxy)quinazolin-4-amine — 


379 


7-({[4-(l,3-benzodioxol-5-ylcarbonyl)morphohn-^^ 

HirhinrnnhenvlVe-fmethvloxy^uinazolin^-amine , _ 


380 


^-(3,4-dichloropheny l)-6-[( 1 -methy lethyl)oxy ]-7-Umorpnoiin-z- 
ylmethyl)oxYlquinazolin-4-amine 


381 


^-(3,4-dichlorophenyl)-6-{[2-(methyloxy)ethyljoxyj-7-[(morpholin-2- 
ylmethyl)oxy]quinazolin-4-amine 


382 


^-(3,4-dichloroph C nyl)-6-(ethylQxy)-7-[(moipholin-2-ylmethyl)oxy]quinazolin-4-amine 


383 


Af-(3,4-dichlorophenyl)-6-(ethyloxy>7-{[(4- m ethylmorpholin-2- 

yl)methylloxy)quinazolin-4-amine 1W( .,hvnnxvl 6 


384 


AH4-bromo-2-methylphenyl>7-{K4-methylmo^ 

{methyloxy)quinazolin-4-amine . ,. . , 


385 


]v.(4-chloro-3-methylphenyl>-7-{[(4-methylniorpholin-2-yl)methyljoxy^-o- 
(methyloxy)quinazolin-4-amine _ 


386 


N , -cyano-2-({[4-[(3,4-dichlorophenyl)amino]-6-(n>ethyloxy)qumazohn-7- 
vlloxy}niethyl)-^-methylmorpholine-4-carboximidamide . . 


387 


iV-(4-bromo-3-chlorophenyl)-7-{[(4-methylmorphohn-2-yl)methyijoxy)-o- 
(methyloxyVjuinazolin-4-amine 


388 


w i\ a j;*.iiirirrinVipnvh-fi-r('l-methvlethvl^oxyl-7-{[(4-methylmorpholin-2- 
yl)methyl]oxy}quinazoliiw»-amine _ 


389 


N-(3 I 4-dichlorophenyl>7-{[(4-methylniorpholin-Z-y!jineinyl]oxy}-6-{[2- 
(methyloxy)ethy lloxy } quinazolin-4-amine _ 


390 


^-(4-bromo-2-chlorophenyl)-7-{[(4-methylmorphoiin-2-yl)methyl]oxy}-6- 
(methyloxylauinazolin-4-amine ^ _ ■ 


391 


7-{[(4-acetyl-l,4-oxazc P an-2-yl)methynoxy}^-t3,4-dicnioropnenyl;-o- 
(methyloxy)quinazolin-4-amine . „ 
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392 


4-[(3,4-dichlorophenyl)amino]-7-{t(4-methylmorpholin-2-yl)methyl]oxy}quinazolin-6-ol 


393 


yV-(3-bromo-4-chlorophenyl)-7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


394 


3.[2-({[4-[(3,4-dichlorophcnyl)amino]-6-(methyloxy)quinazolin-7- 
ylloxy}methyl)morpholin-4-yl>3-oxopropanoic acid 


395 


methyl 4-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
ylloxy}methyl)morpholin-4-yll-4-oxobutanoate 


396 


Af-(3,4-dichlorophenyl)-7-{[(4-methylmorpholin-3-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


397 


W-(3-bromo-2-chlorophenyl)-7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine . 


398 


JV-cyano-2-<{[4-[(3 ) 4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
yl1oxy}methyl)-Ar-f2-(methyloxy)ethyl]morpholine-4-carboximidamide 


399 


^-cyano-2-({t4-[(3,4-dichlorophcnyl)annno]-6-(methyloxy)quinazohn-7- 
ylloxy}methyl)-Ar-ethylmorpholine-4-carboximidamide 


400 


[( 1 E)-[2-( { [4-[(3 ,4-dichloropheny l)ammo]-6-(methyloxy)quinazohn-7- 
ylloxy}methyl)morpholin-4-yll{P'peridin-l-yl)methylidenelcyanamide 


401 


[(lE)-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolm-7- 
ylloxy } methynmorpholin-4.yll(pyrroHdin- 1 -vOmethylidenelcyanamide 


402 


[( 1 E>[2-( { [4-[(3 ,4-dichlorophenyl)amino]-6-(mcthyloxy)quinazolin-7- 
ylloxy>methyl)morpholin-4-ylK4-methylpiperazin-l-yl)methylidenelcyanamide 


403 


^(S^-dichlorophenyO^-IKe-ethyM.e-dimethylmorphohn^-yOmethylloxyJ-e- 
(methyloxy)quinazolin-4-amine . . 


404 


/V-(4-bromo-3-methylphenyl)-7-{[(4-methylmorpholin-2-yl)methylJoxy)-b- 
fmethvloxv)quinazolin-4-amine 


405 


W-(3,4-dichlorophenyl)-7-{[(6,6-dimethylmorphotin-2-yl)mcmyijoxy)-o- 
(methyloxy)quinazolin-4-amine 


406 


Ar-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4 ) 6,6-trimethylmor P hoiin-2- 
yl)mcthyl]oxy}quinazolin-4-amine 


407 


/V-(3,4-dichlorophcnyl)-7-{[2.(5 > 5-dimcthylmorpholin-2-yl)ethyl]oxy}-6- 
(methvloxy)quina2olin-4-amine 


408 


^-(3,4-dichlorophenyl>6-(methyloxy)-7-{[2-(4,5,5-tnmethylmorpholin-i- 
vlkthylloxy}quinazolin^-amine _ 


409 


1,1-dimethylcthyl 2-(2-{[4-[(3,4-dichloropheny])amino]-6-(tncthyloxy)quinazonn-7- 
yi]nvY|ethvlV5.5-dimethvlmorpholine-4-carboxylate 


410 


^.(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4,5,5-tnmethylmorphohn-2- 
yl)methyl]oxy}quinazolin-4-amine 


411 


W-(4-bromo-2,3-dichlorophenyl)-7-{[(4-methylmorphohn-2-yl)methyljoxyJ-6- 
(methyloxy)quinazolin-4-amine — 


412 


^-(4,5-dichloro-2-fluorophcnyl)-7.{[(4-inethylmorpholin-2-yl)niethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine _ 


413 


W.(3,4-dichlorophenyl>6-{methyloxy)-7.{[2-(4,6 > 6-trimethylmorpholm-2- 
yl)ethyl]oxv}quinazolin-4-amine _ 


414 


yV-(4-bromo-2,3-difluorophenyl)-7-{[(4-methylmorpholin-2-yl)inethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine — 


415 


^K4-bromo-2,5-difluorophenyl>7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quina2olin-4-amine _ 


416 


^K4.bromo-3,5^inuorophenyl)-7-{[(4-methyi m orpholin-2-yl)niethylJoxyJ-6- 
(methyloxykuinazolin^-aniine . 


417 


//K3,4-dichloro-2-methylphenyl)-7-{[(4-m e thylniorpholin-2.yl)niethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 
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«. ' 


V-(3,4-dichloro P henyl)-7-({[(2R,5S^ 

methvloxy)quinazolin^-amine , . « ^ a, , mh »iin 7 


419 


V-(3,4-dichlorophenyl)-6-(m e thyloxy)-7-({[(2R,5S,6S)-4 ) 5,6-tnmcthylmorpnoiin-z- 
^lmethvlloxy)quinazolin4-_amine „ _- 


420 


V-(3,4-dichloroph e nyl)-6-(me%loxy)-7W^ 

v l1methvl)oxv->auinazolin-4-amine , fi 


421 


/V-(4-bromo.3-chloro-2-m e thylphenyl>7-{[(4-inethylmorphohn-2-yl)niethyl]oxy}-6- 
fmethvloxv')auinazo1in-4-amine . — 


422 


JV.(4-bromo-5-chloro-2-nuorophenyl)-7-{[(4-methylmorpholi n -2-yijmetnyl]oxy}-6- 
(rnethvloxy)quinazolin-4-amine . — — 


423 


^4-bro m o-3-chloro-2-fluoroph e nyl)-7-{[(4-methylmorpholin-2-yl)metnyijoxy}-o- 
(methyloxy)quinazoIin-4-amine „ , . — 


424 


Ar-(3 ) 4-dichloro-2-fluorophenyl)-7-{[(4-methylmorphol.n-2-yl) m ethyijoxyj-o- 
rmethvloxv^uinazoliiHt-amme — — 


425 


^-(S-chloro^^-difluoropheny^-C^-methylniorphohn^-yDmethylloxy}^- 
fmethvloxv->aumazolin^-amine _ — — 


426 


A/.(2 ( 3-dichloro-4.methylphenyl>7-{[(4-methylmorphohn-2-yl)methyijoxy}-6- 
fmethvloxvlautnazohn-4-amme — 


427 


6-({[4-[(3 ) 4-dichloroph e nyl)amino]-6-(m e thyloxy)quinazol.n-7-yIjOxy)meinyu-3,3,4 
trimethylmorpholin-2-one — . — , ■ 


428 


>(4-bromo-2,3-dichloroph C nylH-(methyloxy)-7-{t(4 ) 5,5-triinethyimorpnol.n-2- 
vnmethvlloxyjquinazolin^mine _ | U nAolin" 


429 


Ar-(4-bromo-5-chloro-2-fluorophenyl>6-(methyloxyh7-{[(4,5,5-tnmctliyimorpnoim^ 
yl)methyl]oxy>quinazolin-4-amine . _ — — 


430 


i^^lor!;2-fluoroph e nyl)-6-(methyloxy)-7-{[(4,5,5-tnmethylmorphohn-2- 
vnmethylloxy}quinazolin-l-amine , . — 


431 


^Jichloro^-fluorophenyl^ 

vnmethylloxy } guinazolin-4-amine z^ fU . , c tri m pthvl m orpholin-2- 


432 


Y n mfi thvlloxv}auinazolin-4-amine ^TTTTI .'■ , ~ 


433 


iK3-chloro.2,4-difluorophenylHKmethyloxy)-7-{[(4 ) 5,5-tr.m e tnyi m orpno.,n-z 
ynmethynoxy}guinazolin-4-aminc , — , win-r-ntin 7 


434 


(6S)-6-({[4-[(Xbromo-3-chloro-2-fluoroph e nyl)am.no]-6-(methyloxy>qu.nazonn-y 
vlloxv}methvl)^-methylpiperazin^one _ 


435 


(6S)-6-({[4-[(3,4-dichloro-2-fluoroph e nyl)am.no]-6-(methyloxy)qu.na Z olin-7- 
vlloxv}methyn^-methvlpiperazin-2 : one 


436 


-^.({[4-[(4.bromoO<hloro-2-nuoro P henyl)amino]-6-(methyloxy}quinazo..n-,- 
vlloxvimethvU-l ,4-dimethylpiperazin-2-one . _ __- 


437 


(6S)-6-({[4-[(3,4.dichloro-2-fluorophenyl)amino]-6-(m e thyloxy)quinazonn-y- 
y novv}methvlV1.4.dimethylpiperazin^ne 


438 


' AM4~-b omo-Lhloroph e nyl)-7-{[(3a'S,4M'S,6a'R)-2,2-d. me thyltetranyarosp ff o ll , J - 
^l.,^ v. fi , m p 2.hlfuran 1 .6--vnoxy}-6Km e thy.oxv) q ,nn a zohn^-a m ^ 


439 


■ 'l 4 3 6-dianhydr 0 .2-0-[4-[(4-bromcv3-chloroph C nyl)am l no]-6-(m e Uiyioxyjquina Z olin 7 
,,'n^In. m pth v US-C-Kniethyloxy)methyn-L-elucitol _ — 


440 


- "T 1 , * h™ww> o f4.r(4.bromo-3-ch1oropheiiyl)ainino]^-(m e thyloxy) q uina Z oi l n-7- 


441 


- i^r^ 


442 


vil-5-S-methyl-5-thio-D-iditql . _ . — — — 


443 


"•l,4 : 3,6-dianhydro-5-b-[44(4-bromo-3-chloro P henyl)amino]-6-(methy.oxyjquin a zul,u-;- 
yil-2^deoxy-2-morpholin-4-vl-D-iditol 
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444 


l,4:3 1 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazohn-7- 
vil-2-deoxy-2-(4-methy Ipiperazin- 1 -y l)-D-iditol 


445 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(Tnethyloxy)quinazohn-7- 
yll-2-deoxy-2-pyrrolidin-l-yl-D-iditol 


446 


2-0-acetyl-l,4:3 ) 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yll-D-iditol . . _ 


447 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
yll-D-iditol „ „ — : - 


448 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)ammoj-0-(,meinyloxy;quinazolin-7- 
yil-2-deoxy-2-fmethylsulfonyl)-D-iditol .. 


449 


2-amino-l,4:3 ) 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)aminoj-0- 
rmethyloxy)auinazolin-7-yn-2-deoxy-D-iditq! — __— 


450 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-ch!orophenyl)amino]-6-(methyloxy)quinazolin-/- 
yll-2-deoxy-2-(diniethYlamino)-D-iditol — 


451 


l,4:3 > 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazohn-7- 
y'll-2-deoxy-2-(diethylamino)-D-iditol _ 


452 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)aminoJ-6-<.methyloxy)quinazolin-7- 
vH-2-deoxy-2-piperidin- 1 -vl-D-iditol . . 


453 


2-<acetylamino)-l,4:3,6-dianhydro-5-0-[4-[(4^ 

( m ethyloxy)quinazolin-7-yl)-2-deoxy-D-iditol nm i.^ m 'l\„ 7 ' 


454 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)qumazoiin / 
vh-5-0-methyl-5-C-(trifluoromethyl)-L-glucitol — — 


455 


1 4-3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)aminoj-6-(.metnyloxy;quina201in- 1 
viv2-deoxy-24( m ethylsulfonyl)anuno]^dUol 


456 


^(4-bromo-3-chlorophenyl)-6-(methyloxy)-7-[(l-methylpyiTOlid.n-3-yl)oxyjquinazoim 


457 


AH4-bromo-3H:hlo ro phenyl)^^ 


458 


tf<4-bromo-3*hlon>phenyl)^^ 

3-vl1oxy}quinazolin-4-amine . , . ■ ■ , 


459 


1 4 3 6-dianhydro-2-deoxy-2-fluoro-5-0-(6-(inethyloxy)-4-U4-l4-nietnyipiperaz 1 n 1 
vi^h;nyllamino>quinazolin-7-yl)^iditol 


460 


1 4 3 6^ianhydro-2.dcoxy-2-fluoro-5-0-l4-{U-tluoro^^- mcll, y 1 H'F c ""-' 1 - 
Yi^henvllamino}-6-(methyloxYlquinazolin-7-Yl1-I>-idrtol 


461 


1 4-3 6.dianhydro-2^eoxy-5-0-[4-{[2 ) 3-dichloro^-(4-m e thylpiperazin- i- 
viVh' B nvl1amino)-6-(m e thyloxy)quinazolin-7-vll-2-fluoro.D-.ditol . 


462 


1 4 -3 6-dianhydro-2-deoxy-5-0-[4-{[3,4-dichloro-2-(4-m e thylpiperazin-l- 
yiVhenvlla m ino}-6-^ethvloxv)quinazolin-7-yl]-2-fluoro^djt^ 


463 


^6-diLydro-2-0-[4-[(4-bron.o-3-chlorophenyl)amino]-6-{metliyloxy W uinazolm-7- 
Yil-sir-CtrifluoroincthyD-D-Klucitol ,-- — ^ 


464 


(3,4-dichloroph e nyl)[6-{methyloxy)-7-({[4Ktetrahydroluran-2-ylm C thyl)-l,4-oxaz ep an-2- 
yllmethyl}oxy)quinazolin -4-amine . 


465 


^-(3 4-dichloro-2-fluorophenyl)-7-{{[(3a/?,6aS)-2-(l- 
methyleiyl^^^ 

amine . . ' 


466 


//-(4-bromo-3-chloro-2-fluorophenyl)-7-({U3a« ) baS)-2-(l- „„,:„_>, 
me myl e thyl)oct^ 


467 


7^{K3aK,6aS>2-ac e tyloctahydro^ 

chloro-2-fluorophenvn-6-(methvloxy)quinazolin-4-amine . — 


| 468 


Af-(4-bromo-3-chloro-2-nuorophenyl)-6-(iT»ethyloxy)-7-{lt3a«,o^- 
octahydroc y clopenufclpyrTol-5-ylmethyl]oxy)quinazohn^-amine . i 
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Entry 


Name 




ethyl (3a/f,5r,6aS)-5-[({4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
carboxylate 


470 


yV-(4-broino-3-chloro-2-fluorophenyl)~6-{niethyloxy)-7-({[(3a/? 6a*S)-2- 
(methylsulfonyl)octahydrocyclopenta[c]pyrrol-5-yllmethyl}oxy)quinazolin-4-amine 


471 


iV-(3,4-dichloro-2-fluorophenyl)-7-({[(3a/?,6a5)-2-ethyloctahydrocyclopenta[c]pyn"ol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4-amine 


472 


/V-(3,4-dichloro-2-fluorophenyl)-6-{methy!oxy)-7-({[(3a/? ) 6aS)-2-(2- 
methylpropyl)octahydrocyclopenta[c]pyrrol-5-yllmcthyl}oxy)quinazolin-4-amine 


473 


^-(3,4-dichloro-2-fluorophenyl)-7-({[(3aJ?,6aS)-2-methyloctahydrocyclopenta[c]pyrrol- 
5-yllmethyl}oxy)-6-(methyloxy)quinazolin-4-amine 


474 


N-(3,4-dichloro-2-fluorophenyl)-7-{{[(3aR,5r,6aS)-2- 

methyloctahydrocyclopenta[c]pyn-ol-5-yl]methyUoxy)-6-(mcthyloxy)quinazolin-4-aminc 


475 


/V-(4-bromo-3-chloro-2-fluorophenyl)-7-{{[(3a/?,6a5)-2- 

methyloctahydrocyclopentafc]pyn-ol-5-yllmethyl)oxy)-6-(methyloxy)quinazolin-4-amine 


476 


N-(4-bromo-3-chloro-2-fluorophcnyl)-7-({[(3aR,5r,6aS)-2-methyloctahydrocyclo- 
penta[c]pyrrol-5-yl1methyl}oxy)-6-(niethyloxy)quinazolin-4-aniine 


477 


JV-(3-chloro-2,4-difluorophenyl)-7-({[(3a/? ) 6aS)-2-niethyloctahydrocyclopentalcJpyn , ol- 
5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4-amine 


478 


N-(3-chloro-2,4-difluorophenyl)-7-({I(3aR,5r,6aS)-2-methyloctahydrocyclopenta- 
fclpyrrol-5-yllmethyl}oxy)-6-(methyloxy)quinazolin-4-amine 


479 


yV-(4,5-dichloro-2-fluorophenyl)-7-{{{(3a/J,6aiS)-2-inethyloctahydrocyclopenta[c]pyn , ol- 
5-yllmethyl}oxy)-6-(methyloxy)quinazolin-4-amine 


480 


N-(4,5-dichloro-2-fluorophenyl)-7-({[(3aR,5r,6aS)-2-methyloctahydrocyclo- 
penta[c]pyiTol-5-vllmethyl}oxy)-6-(methyloxy)quinazolin-4-amine 


481 


yV-(4-bromo-5-chloro-2-fluorophenyl)-7-({[(3a/?,6aS)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yllmethyl}oxy)-6-(«nethyloxy)quinazolin-4-amine 


482 


N-(4-bromo-5-chloro-2-fluorophenyl)-7-({[(3aR,5r,6aS)-2-methyloctahydrocyclo- 
penta[c]pyrrol-5-yl]methyl}oxy)-6-(niethyloxy)quinazolin^-amme 


483 


7V-(4-bronio-2,3-dichlorophenyl)-7-({[(3a/J,6aS)-2-mcthyloctahydrocyclopenta[c]pyrTOl- 
5-yl]methyl)oxy)-6-(inethyloxy)quinazolin-4-aminc 


484 


N-(4-bromo-2,3-dichlorophcnyl)-7-({((3aR ) 5r,6aS)-2-methyIoctahydrocyclo- 
penta[c]pyrrol-5-yl]methyHoxy)-6-(methyloxy)quinazolin-4-aminc 


485 


iV-(3,4-dichlorophcnyl)-7-({[(3a/J,6aS)-2-methyloctahydrocyclopenta[c]pyirol-5- 
yllmethyl}oxy)-6-(methyloxy)quinazolin-4-amine 


486 


N-(3,4-dichlorophenyl)-7-({[(3aR,5r,6aS)-2-methyloctahydrocyclopenta[c]pyrTol-5- 
yllmcthyl}oxy)-6-{methyloxy)quinazolin-4-aminc 


487 


^V-(4-broino-3-chloro-2-fluorophenyl)-7-({[(3a/?,6a5)-2- 

ethyloctahydrocyclopcnta[clpyrroI-5-yl]meihyl}oxy)-6-<;nicthyloxy)quinazolin-4-amine 


488 


jV-(4-bromo-3-chloro-2-fluorophenyl)-6-{methyloxy)-7-({[(3a/?,6aS)-2-(2- 
methylpropyl)octahydrocyclopenta[clpyn-ol-5-yl]mcthyl}oxy)quinazolin^-amine 


489 


N-(3,4-dichlorophcnyl)-7-[(2-{[(3-endo)-8-methyl-8-azabicyclo[3.2.1]oct-3- 
yllamino} ethyl)oxy]-6-(methy loxy)quina2olin-4-amine 


490 


N-(3,4-dichlorophenyl)-7-({2-[(3-endo)-8-methyl-8-azabicyclo[3.2.l]oct-3- 
yl]ethyl}oxy)-6-(niethyloxy)quinazolin-4-amine 


491 


N-<3,4-dichlorophenyl)-7K{[(3-endo)-8-niethyl-8-azabicyclo[3.2.1]oct-3- 
yl1methyl}oxy)-6-(methyloxy)quinazolin^-amine 


492 


N-(3,4-dichlorophenyl)-7-{[(3-exo)-8-mcthyl-8-azabicyclo[3.2.11oct-3-yl]oxy}-6- 
(methyloxy)quinazoIin-4-amine 


493 


1 , 1 -dimethylethyl (3afl,6aS)-5-< { [4-[(4-bromo-3-chloro-2-nuorophcnyl)amino]-6- 
(methyl-oxy)quinazolin-7-yl]oxy}methyl)hexahydrocyclopenta[c]pyrrole-2(lH)- 
carboxylate 
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E ° try 




494 


1 , 1 -dimcthylethyl (3a/?,6aS)-5-( { [4-[(3,4-dichloro-2-fluorophenyl)amino]-6- 
(methy!oxy)quinazolin-7-yl]oxy} methyl) hexahydrocyclopenta-[c]pyrrole-2( 1 H)- 
carboxylate 


495 


yV-(3,4-dichloro-2-fluorophenyl)-6-(methyloxy)-7-{[[(3ai?,5/-,6aS)- 
octahydrocyclopentafclpyrrol-5-yllmethylloxy}quinazolin-4-amine 


496 


7-{[(3-ei7£fo>8-azabicyclot3.2.1]oct-3-ylmethyl]oxy}-W-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


497 


1 , 1 -dimethylethyl (3-ewfo>3-(2- { [4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-vlloxy}ethyl>-8-azabicyclor3.2.11octane-8-carboxylatcand 


498 


7-({2-[(3-e««/o)-8-azabicyclo[3.2.1]oct-3-yl]ethyl}oxy)-Af-(3,4-dichlorophenyl)-6- 
(methyloxy) quinazolin-4-amine and 


499 


l,4:3,6*Dianhydro-5-0-[4-[(3,4-dichlorophcnyl)amino]-6-(methyloxy)quinazohn-7-yl]-2- 
O-methyl-D-glucitol 


500 


3,6-Anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7-yl]- 
1 f 2-0-( I -mcthvlethvlideneVa-D-idoftiranose 


501 


l,4:3,6-dianhydro-5-0-{4-[(3-chloro-2-nuorophenyl)amino]-6-(methyloxy)quin-azolin- 
7-yl}-2-deoxy-2-fluoro-L-iditol 


502 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
vi|-5-0-{methylsulfonyl)-D-gIucitol 


503 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-/- 
yll-D-glucitol 


504 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
vl1-5-S-methvl-5-thio-L-iditol „ _ . 


505 


l > 4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophcnyl)amino]-6-(methyloxy)quinazoiin-/- 
vn-2-deoxv-2-morpholin-4-yl-L-iditol 


506 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyI)amino]-6-(methyloxy)quinazolin-7- 
yl>2-deoxy-2-(4-niethylpiperazin-l -yl)-L-iditol 


507 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)am.no]-6-(methyloxy)quinazohn-7- 
vil-2 'deoxy-2-pyrrolidin- 1 -yl-L-iditol 


508 


2-0-acetyl-l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yll-L-iditol — 


509 


l,4:3,6-dianhydro-2-0-[4-[(4-broino-3-chlorophenyl)aniino]-6-(methyloxy)quinazolin-7- 
v'll-L-iditol — — 


510 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)am 

yil-2-deoxy-2-(methylsulfonyl)-L-iditol _ 


511 


2-amino-l,4:3,6-dianhydro-5-0-(4-[(4-bromo 

(methvtoxy)quinazolin-7-yl1-2-deoxy-L-iditol „ „ - 


512 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3^hlorophenyl)amino]-6-(mcthyloxyMuinazoiin-/- 
vil-2-deoxy-2-(dim e thvlamino)-L.iditol . „ , n . , tK , , . ■■ 7 


513 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorop^^ 

yil-2^1eoxy-2-(diethylamino)-L-iditol _ 


514 


l,4.3,6-dianhydro-5-044.[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
y'll-2-deoxy-2-piperidin- 1 -yl-L-iditol 


515 


2-(acctylamino>l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl1-2-deoxy-L-iditol . . 


516 


1 4'3 6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(inethyloxy)qumazoHn- /- 
vil-5-0-methyl-5-C-{trifluoromethyl)-D-elucitol _ 


517 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quina20lin-/- 
yil-2-deoxy-2-f(methylsulfonvnamino1-L-iditol 


518 


l,4:3,6-dianhydro-2-deoxy-2-nuoro-5-0-(6-(iTiethyloxyH-{[4-(4-inethylp!perazin-i- 
yl)phenyllamino}quinazolin-7-yl)-LMditol 


1 519 


1 ,4:3,6-dianhydro-2-deoxy-2-nuoro-5-0-[4-{ [3-fluon>4-(4-methylpiperazin- 1 - 
yi)phenyl]amino}-6-(methyloxy)quina2olin-7-yn-L-iditol 
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520 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-{[2,3-dichloro-4-(4-methylpiperazm-l- 
yl)phenyl]amino}-6-(methyloxy)quina2olin-7-yll-2-fluoro-L-iditol and 


521 


l,4:3,6-dianhydro-2-deoxy-5-0-t4-{[3,4-dichloro-2-(4-methylpiperazin-l- 
yl)phcnyl]amino}-6-(methyloxy)quinazolin-7-yll-2-fluoro-L-iditoland 




a single geometric isomer, stereoisomer, racemate, enantiomer, or diastereomer, thereof 
and optionally as a pharmaceutically acceptable salt, solvate, or hydrate thereof. 
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Co, 

VcH 3 
CH 3 


-[3-(dicthylamiiio)propyl]-W - 
[3-(l-niethylethyl)isoxazol-5- 

/l]methyl}-A^-t5-(l-methylethyl)- 
//-pyrazol-3-yl]pyrimidine-2,4,6- 

jiamine 


19 


HN ^ ^ 


N*-[5-( 1 -methy Icthyl)- 1 H- 
pyrazol-3-yl]-6-[(3S)-3- 
methylpiperazin- 1 -yl]-A^-[(3- 
phenylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 


20 


N-NH 


A^-P-Cdiethylamino^thyll-A^-lS- 
( 1 -methy lethy 1)- 1 W-pyrazol-3 -y fl- 
/V 2 -[(3-phenylisoxazol-5- 
yl)methyl]pyrimidine-2,4,6- 
triamine 


21 


/^l_J_ l_|M ^+ . 


^-[SKl-methylethyO-l//- 

pyrazol-3-yl]-6-[(l- 

methylpiperidin-4-yl)oxy]-Ar-[(3- 

phcnylisoxazol-5- 

yl)mcthyl]pyrimidine-2,4-diaminc 


22 


>-CH 3 
CH 3 


^/*-(5-cyclopropyl- 1 //-pyrazol-3- 

methylethyl)isoxazol-5- 
yljmethyl} -6-[(2-morpholin-4- 
ylethyl)oxy]pyrimidine-2,4- 
diamine 
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Entry 


Structure P 


fame 


23 


HljT^lCH, y 
On ^ jO. y CH * 1 


/». { [3_( i -methylethy l)isoxazol-5- 

l]methyl}-/\^[3-(l-methylethyl)- 

//-pyrazol-5-yl]-6-[(2-piperidin- 

-ylethyl)oxy]pyrimidine-2,4- 

iamine 


24 




V«-(3 -cyclopropyl- 1 tf-pyrazol-5- 
,l)-6-[3-(diethylamino)propyl]- 
^-[P-phenylisoxazol-S- 
/l)methy1]pyriinidine-2,4-diamine 








25 




A/<3-cyclopropyl-lW-pyrazol-5- 

yO-A/MP-O- 
methylethyl)isoxazol-5- 
yl]methy 1} -6-[(2-piperidin- 1 - 
ylethyl)oxy]pyrimidine-2,4- 
diamine 


26 


N-NH 

>-CH 3 
CH 3 


//-(5-cyclopropyl- 1 W-pyrazol-3- 

methylethyl)isoxazol-5- 
yl]methyl} -6-[( 1 -methylpiperidin- 
3-yl)oxy]pyrimidinc-2,4-diamine 


27 


HN'N CH 3 
CH 3 HN^fcH, 

V~CH 3 
CH 3 


Af 2 -{[3-(l-tncthylcthyl)isoxazol-5- 

ynmethylJ-^-PKl-methylethyl)- 

l//-pyrarol-5-yl]-6-[(l- 

methylpiperidin-4- 

yl)oxy]pyrimidine-2,4-diamine 


28 




A^-(3-cyclopropyl- 1 //-pyrazol-5- 
yl)-6-methyl-/VM(3- 
methylisoxazoNS- 
yl)mcthyl]pyrimidine-2,4-diamine 
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Table 5b. Additional Representative IGF1R Inhibitors 


Entry 


Structure P 


<iame 


29 


HN~ N 

(l " : 
CH 3 


/*-(3-cyclopropyl-l//-pyrazol-5- 
l)-A^ 2 -[(3-methylisoxazol-5- 
l)methyl]-6-morpholin-4- 
lpyrimidine-2,4-diamine 


30 


uw-N 


V^-cyclopropyl- 1 //-pyrazol-5- 
yl)-JV J -[(3-methylisoxazol-5- 
rl)methyl]-6-(4-methylpiperazin- 
l -y|)pyrimidine-2,4-diamine 


31 


CH 3 


A^-(5-cyclopropyl- 1 //-pyrazol-3- 

yl)-JV 2 -{[3-(l- 

methylethyl)isoxazol-5- 

yl]methyl}-6-[(l-methylpiperidin- 

4-yl)oxy]pyrimidine-2,4-diamine 


32 


1 

fl N 

w 


JV'-Q-cyclopropyl-lH-pyrazol-S- 
yl)-JV 2 -{[3-(4- 
fluorophenyl)isoxazol-5- 
yl]methyl} -6-morpholin-4- 
ylpyrimidinc-2,4-diamine 


33 


CH 3 Q 
F 


y.(3-cyclopropy1- 1 tf-pyrazol-5- 
yl)-N 2 -{[3-(4- 
fluorophenyl)isoxazol-5- 
yl]methyl}-6-(4-methylpiperazin- 
1 -y l)pyrimidine-2,4-diamine 
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Entry 


Structure J 


Mame 


34 


HN'N 

^ 1 
?^ fl 1 

v3 

F 


V*-(3 -cyclopropyl- 1 //-pyrazol-5- 

,l)-JV 2 -{[3-(4- 

fhiorophenyl)isoxazol-5- 

Kljmethyl} -6-[(2-morpholin-4- 

/lethyl)oxy]pyrimidine-2,4- 

liamine 


35 


HN-N CH 3 

fl N 

w 

F 


s'-ynmithyU-^^-d^ 

methy lethy 1)- 1 W-pyrazol-5-yI]-6- 

morpholin-4-ylpyrimidine-2,4- 

diamine 


36 


HN-N CH 3 

i/h. 

F 


N 2 - { [3-(4-fluorophenyl)isoxazol- 
5-yl]methyl}-tf*-[3-(l- 
methylethyl)-l ff-pyrazo1-5-yl]-6- 
(4-methylpiperazin-l- 
yl)pyrimidine-2,4-diamine 


37 


HN'N CH 3 

v3 

F 


#M[3-<4-fluorophenyl)isoxazol- 

S-yllmethyO-flMS-O- 

methylethyl)- 1 //-pyrazol-5-yl]-6- 

[(2-morpholin-4- 

ylethyl)oxy]pyrimidine-2,4- 

diamine 


38 


N'NH 


yV*-<5-<;yclopropyl-l//-pyrazol-3- 

yl)-6-me*yl-/vM(3-pyridin-3- 

ylisoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 
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Entry 


Structure P 


«Jame 


39 


N-NH 

CH 3 >N 


/-(S-cyclopropyMW-pyrazol-3- 
l)-6-(4-methylpiperazin-l-yI)-yV - 
(3-pyridin-2-ylisoxazol-5- 
/l)methyl]pyrimidine-2,4-diamine 


40 


N'NH 

1 1 N H \U N 


/^-{S-cyclopropyl- 1 //-pyrazol-3- 
yl)-6-inorpholin^-yl-Af 2 -[(3- 
)yridm-2-ylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 


41 


N-NH 
HN^ 

An 


W*-(5-cyclopropyl-l//-pyrazo!-3- 
yl)-JV 2 -{[3-(l- 
methylethyl)isoxazol-5- 
yl]methy 1} -6-piperazin- 1 - 
ylpyrimidine-2,4-diamine 


42 


N-NH 


6-(4-acetylpiperazin- l-yl)-W*-(5- 
cyclopropyl-l//-pyrazol-3-yl)-W - 
{[3-(l-methylethy!)isoxazol-5- 
yl]mcthyl}pyrimidine-2,4-diamine 


43 


N-NH 

A 

CH 3 


N*-(5 -cyclopropy 1- 1 //-pyrazol-3- 

yD-rtMP-O- 

methylethyl)isoxazol-5- 

yl]methyl}-6-[4- 

(methylsulfonyl)piperazin-l - 

y]]pyrimidine-2,4-diamine 
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Entry 


Structure 


Name 


44 


N-NH 

An 

H 


4- {6-[(5-cyclopropyl- 1 tf-pyrazol- 
3-yl)amino]-2-({[3-<l- 
methylethyl)isoxazol-5- 
yl]methy1} amino)pyrimidin-4- 
cl } pi perazine- 1 -carbaldehyde 


45 


HN-N 

HN 


/v'-Q-methyl-ltf-pyrazol-S-yl)-*- 
morpholin-4-yl-A^-[(3- 
phenylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 


46 


HN-N 

p n 

CH, J~\ 


6-(4-methylpiperazin- 1 -y l)-A^-(3- 
methyl-l//-pyrazol-5-yl)-iV 2 -[(3- 
phenylisoxazol-5- 
yI)methyl]pyrimidine-2,4-dianiine 


47 


° N H 

w 


^-(3-methy 1- 1 //-pyrazol-5-yl)-6- 
[(2-morpholin-4-ylethyl)oxy]-JV 2 - 
[(3-phenylisoxazo)-5- 
yl)methyl]pyrimidine-2,4-diaminc 


48 


HN 

CH 3 H J,_« 


W*-(5-cyclopropyl-l //-pyrazol-3- 

yl>-6-methyl-Ar-[(3-pyridin-4- 

ylisoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 
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Entry 


Structure P 


fame 


49 


N-NH 

CH 3 H U > 


^-(5-cyclopropyl- 1 //- pyrazo 1 -3 - 

l)-AT 2 -{[3-(3,4- 

ifluorophenyl)isoxazol-5- 

]]methyl}-6-methylpyrimidine- 

,4-diamine 


50 


N'NH 

Oh/ p 

F 


^-(S-cyclopropyl- 1 f/-pyrazol-3- 
yJ)-^-{[3-(2,4- 
difluorophenyl)isoxazol-5- 
yl]methyl} -6-methylpyrimidine- 
2,4-diamine 


51 


HN 

ITi N *=\ 


^-(5-cycIopropyl- 1 //-pyrazol-3- 

yD-6-methyl-Ar-[(3-pyrazin-2- 

y)isoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 


52 


HN 

w 


5-chloro-A^-(3-cyclopropyl-l//- 
pyrazol-5-yl)-6-morpholin-4-yl- 
A?-[(3-phenyIisoxazol-5- 
yl)mcthyl]pyrimidine-2,4-dianiine 


53 


CH 3 


5-chloro-A/ 4 -(3-cyclopropyHW- 
pyrazol-5-yl>6-(4- 
methylpiperazin- 1 -yl>-Ar-[(3- 
phenylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 
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Entry 


Structure P 


fame 


54 


HN'N 

HN"^ , 
CH 3 CH 3 


^-[(3-methylisoxazol-5- 
l)methyl]-6-(4-methylpiperazin- 
-yl)-AT-(3-methyl-1//-pyrazo)-5- 
l)pyrimidine-2,4-diamine 


55 




V*-[(3-methylisoxazol-5- 
^methyll-A^O-methyl-l//- 
>yrazol-5-yl)-6-morpholin-4- 
ylpyrimidine-2,4-diamine 


56 




//•-(5-cyclopropyH //-pyrazol-3- 
yl)-6-(4-niethylpiperazin-l-yl)-JV - 
[(3-pyrimidin-4-yHsoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 


57 


H 

HN 

CH 3 ' 


y-(5-cyclopropy)-l«-pyrazo1-3- 
yl)-/V J -[(3-furan-3-ylisoxazol-5- 
yl)methyl]-6-(4-methylpipcrazin- 
1 -yl)pyrimidinc-2,4-dianiine 


58 


HN 

CHr N ^ CH 3 


jvV5-cyclopropyl-l//-pyrazol-3- 

yl>A^-{8-mcthyl-8- 

azabicyclo[3.2.1]oct-3-yl)-JV -[(3- 

methylisoxazol-5- 

yl)methyl]pyrimidine-2,4,6- 

triamine 
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Entry 


Structure P 


fame 


59 


fa 1 

CH 3 CH 3 


/'-(S-cyclopropyl- 1 //-pyrazol-3- 
l)-6-(5-methyl-2 > 5- 
iazabicyclo[2.2. 1 ]hept-2-ylWV J - 
(3-methylisoxazol-5- 
l)methyl]pyrimidine-2,4-diamine 


60 


N -NH 
HN-^^ 

ye*, 


^-(S-cyclopropyl-l/Z-pyrazol^- 
/l)-6-(5-methyl-2,5- 
diazabicyclo[2.2. 1 ]hcpt-2-yl)-Ar 2 - 
:{3-(l-methylethyl)isoxazol-5- 
yl]methyl}pyrimidinc-2,4-diamine 


61 


N'NH 
HN"^ ^ 

>-CHj 
CHj 


//-bicyclo[2.2. 1 ]hept-2-yl-/V*-(5- 
cyclopropyl-l//-pyrazol-3-yl)-tf - 
{[3-(l-methylethyl)isoxazol-5- 
yl]methyl} pyrimidine-2,4,6- 
triamine 


62 


N -NH 

CH 3 


V-bicyclop^.llhept^-yl-A^-CS- 
cyclopropyM//-pyrazo1-3-yl)-N - 
[(3-methylisoxazol-5- 
yl)mcthyl]pyrimidine-2,4,6- 
triamine 


63 


" ki-NH 

CH 3 


^-(S-cyclopropyl-l/Z-pyrazol-S- 

yl)-/V 2 -[(3-mcthylisoxazol-5- 

yl)methyl]-6-[(lR,4R)-5- 

(phenylmethyl)-2,5- 

diazabicyclo[2.2.1]hept-2- 

yl]pyrimidinc-2,4-diamine 


64 


)— CH 3 
CH 3 


^-(S-cyclopropy 1- 1 //-pyrazol-3- 

methylethyl)isoxazol-5- 

yl]methyl}-6-[(lR,4R)-5- 

(pheny1methyl)-2,5- 

diazabicyc1o[2.2.1]hept-2- 

yl]pyrimidine-2,4-diaminc 
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Entry 


Structure P 


4ame 


65 


N'NH 


/-(5-cyclopropyl-l//-pyrazol-3- 
l)-6-morpholin^-yl-JVM(3- 
>yrimidin-4-ylisoxazol-5- 
/l)methyl]pyrimidine-2,4-diamine 


66 


N-NH 

CH 3 X n 


N*-(5-€yclopropyl- 1 W-pyrazol-3- 

yi>6-{[2- . 

(dimethylamino)ethyl]oxy}-iv - 

•(3-pyrimidin-4-ylisoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 


67 


N'NH 


jV*-(5-cyclopropyl-l//-pyrazol-3- 
yD-JV*- {[3-(5-fluoropyridin-2- 
yl)isoxazol-5-yl]methyl}-6- 
methylpyrimidine-2,4-diamine 


68 


N -NH 
HN^^ 

CH 3 


//*-(5-cyclopropyl-l W-pyrazol-3- 
yl)-6-(4-methylpiperazin- 1 -y\)-N- 
{[3-(2-thienyl)isoxazol-5- 
yl]methyl}pyrimidine-2,4-diamine 


69 


N'NH 

</«, 0 " n 

. 


^-(S-cyclopropyl-l/Z-pyrazolO- 
yl)-6-{[2- 

(dimethylamino)ethyl]oxy}-# - 

i(3-pyridin-2-ylisoxazol-5- 

yl)methyl]pyrimidinc-2,4-diamine 
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Entry 



Table Sb. Additional Representative 1GF1R Inhibitors 



Structure 



CH 3 



A. 



o 



N -NH 



CH3CH3 



±1 



r ^ 

CH 3 ( 



^-Q-cyclopropyl- 1 W-pyrazol-5- 
y l)-6-(4-methy lpiperazin- 1 -y 
[(3-pyrimidin-5-ylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 



A/*-(3 -cyclopropyl- 1 //-pyrazol-5- 
yl>6-morpholin-4-yl-^r-[(3- 
pyrimidin-5-ylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 



^-{5-cyclopropyl- 1 ff-pyrazol-3- 
yl)-6-{[2- 

(diethylamino)ethyl]oxy}-Ar-{[3- 
( 1 -methylethyl)isoxazol-5- 
yl]methy 1} pyrimidine-2,4-diamine 



AT*-(5-cyclopropyl- 1 tf-pyrazol-3- 

yl)-7V 2 -{[3-(l- 

methylethyl)isoxazol-5- 

yl]methyl} -6-[(2-pym>lidin- 1 - 

ylethyl)oxy]pyriniidine-2,4- 

diamine 



y^5K:yciopropyi-i//-pyraz<>i-3- 

yI>6-{[2- 

(diethylamino)ethyl]oxy}-Ar -[(3- 

methylisoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 
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Entry 


Structure P 


lame 


75 


N -NH 

T j 

? ing> » 

6 " 4 


/♦-(S-cyclopropyl-ltf-pyrazolO- 
|>tf 2 -[(3-methylisoxazol-5- 
l)methyl]-6-[(2-pyirolidin-l - 
lethyl)oxy]pyrimidine-2,4- 
iamine 




HN 


^-{S-cyclopropyl- W-pyrazol-3- 
K l)-6-(4-methylpiperazin- 1 -yl)-AT- 
; [3-( 1 ,3-thiazol-2-y l)isoxazol-5- 
yl]methyl}pyrimidine-2,4-diamine 


76 


CHr O 


77 


CH 3 


A^3-cyclopropyl-l//-pyrazol-5- 
yl>6-[2-(dimethylamino)ethoxy]- 
Af-[(3-methylisoxazol-5- 
yl)methyl]pyrimidine-2,4-diamine 


78 


HN ™v 

HN^^ 

CH 3 JL 
1 fl N 


6- {[2-(dimethylamino)ethyl]oxy} - 
A^-[(3-methylisoxazol-5- 
yDmethyll-^^-niethyl- 1 H- 
pyrazol-5-yl)pyrimidine-2,4- 
diamine 




HN'N 
HN^^ 
/ CHj ,A 

CHj 


6-{[2-(diethylamino)ethyl]oxy}- 
jV 2 -[(3-methylisoxazol-5- 
yl)methyl]-W*-(3.methyl- 1//- 
pyrazol-5-yl)pyrimidine-2,4- 
diamine 


79 


80 


HN^^ 


W z -[(3-methylisoxazol-5- 

yl)methyl]V-(3-methyl-lH- 

pyrazol-5-yl>6-[(2-pyrrolidin-l- 

ylcthyl)oxy]pyrimidine-2,4- 

diamine 
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Structure ^ 




81 


CH 3 H 


^3-cyclopropyl-l//-pyrazol-5- 
)-6-methyl-JVM2-(3- 
ienylisoxazol-5- 
l^thyllpyrimidine^-diamine 


82 


HN 

jt i r s 

w 


/-(S-cyclopropyl-lW-pyrazol-S- 
0-6-methyl-JVMl-<3- 
>henyli$oxazol-5- 
,4)ethyl]pyrimidine-2,4-diamine 


83 


An 

CH 3 / 

CHj 


N*-(3-cyclopropyl- 1 tf-pyrazol-5- 
y|)_tf 2 -[(3-ethylisoxazol-5- 
yl)methyl]-6-(4-methylpiperazin- 
1 - y l)pyrimidine-2,4-diamine 


84 


An 

CHj 


y.(3-cyclopropyl- 1 ff-pyrazol-5- 
yl>^ 2 -[(3-ethylisoxazoI-5- 
yl)methyl]-6-morpholin-4- 
ylpyrimidine-2,4-diamine 


85 


HN-^^' 

CHj 


y-O-cyclopropyl-l tf-pyrazol-5- 
y\>6-{[2- 

(dimethylamino)ethyl]oxy}-JV - 

[(3-ethylisoxazol-5- 

yl)methyl]pyr«niidine-2,4-diamine 


86 


CHj I 

CHj 


y-Q-cyclopropyl- 1 W-pyrazol-5- 
yl)-6-{[2- 

(diethylamino)ethyl]oxy}-tf -[(3- 
ethylisoxazol-5- 

yl)methyl]pyrimidine-2,4-diamine 
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Entry 


Structure P 


Jame 


87 


h c 

CH 3 


/*-(3-cyclopropyM tf-pyrazol-5- 

!)-J^-[(3-ethylisoxazol-5- 

l)methyl]-6-[(2-pyrrolidin-l- 

lethyl)oxy]pyrimidine-2,4- 

iamine 


88 


A 


N 2 - { [3 -(2-aminopyrimidin-4- 
yOisoxazol-5-yllmethyO-JV 4 -(3- 
cyclopropyl- l//-pyrazol-5-yl)-6- 
(4-methylpipcrazin-l- 
yl)pyrimidine-2,4-diamine 


89 


H 3 C 


N^-cyclopropyl-lW-pyrazol-S- 
yl>6-(4-ethylpiperazin-l-yl)-W - 
{[3-(l-methylethyl)isoxazol-5- 
yl]methyUpyrimidine-2,4-diamine 


90 


1 HO^ ^ 


2-(l-{6-[(3-cyclopropyl-l//- 
pyrazol-5-yl)aminoj-z-l. U J U 
methylethyl)isoxazol-5- 
yl]methyl}amino)pyrimidin-4- 
y 1} piperidin-4-yl)ethano1 
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2-(4- {6-[(3-cyclopropyl- 1 H- 
pyrazol-5-y l)amino]-2-( {[3-( 1 - 
methylethyl)isoxazol-5- 
yl]methylj amino)pyrimidin-4- 
y 1}pipcrazin-l-y1)ethanol 



a single geometric isomer, stereoisomer, racemate, enantiomer or diastereomer, thereof and 
optionally as a pharmaceutical ly acceptable salt, solvate, or hydrate thereof. 



Table 6. Representative Raf Inhibitors 



Entry 

l 


Table 6. Representative Raf Inhibitors — 

Name . 

,_ ( o.K.^..l- h vHroxv-3-ox 0 -2.3-dihydro-l//-isoindol-l-yl)-2W-l,4-benzoxaz.n-3(4/0-one 


2 


6-[l-hydroxy-3-oxo-2^^^^ 


3 




4 




5 


benzoxazin-3(4W)-one "... 


6 
7 


6-(l-hvdroxy^xo-2-pheny>-2,3^^ 

1^24(^r^ P henyl)m e W 


8 




9 




10 




11 




12 




13 




14 




15 




16 




17 




18 


- - 0 ^^ 

3(4WVone ■ 
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Entry 

19 


Table 6. Representative Raf Inhibitors 
Name 

5-[2-(4-chlorophcnyl)-l-nydroxy-3-oxo-2,j-ainyaro-in-isoinwii-i-yi] *// i,-* «~ 


20 


■^Jfyl „ .. . , r — ,i\ i l„j.„ v „ -l ijiihvdro- 1 //-isoindol- 1 -yll-2//-l ,4-benzoxazin- 

6-[2-(3,4-dichlorophenyl)-l-nydroxy-3-oxo-.iJ 1 .}-ainyuro-irj ™»" ui • 


21 


. ttTa ,u.,i„i,^„,,i\ i nvn d i^ihvdm-1 W-isoindol-l-yll-2//-1,4-benzoxazin- 

6-[l-hydroxy-2-(4-methylpnenyl)-3-oxo-z,J-ainyaro in ism™' y>\ 


22 


3-(2-{[3,5-bis(methyloxy)phenyl]amino}-l//-bcnzimidazol-5-yl)-3-(methyloxy) 2 
(Dhenvlmethyl)-2.3-dihvdro- 1 //-isoindol- 1 -one _ — 


23 


3-(2-{[3>bis(methyloxy)phenylJamino)-l7*-benzimidazoio-yi,> j. \\ nicmyiewyi; j 

f methvloxvV2.3-dihydro- 1 //-isoindol- 1 -one . __ 


24 


3-(2-{[3,5-bis(methyloxy)phcnyl]amino}-lH-bcnzimidazoi-5-yijo-nyaroxy ^ v ™>\ y , 
dihydro-1 //-isoindol- 1 -one ; : — r 


25 


3-(2-{[3,5-bis(methyloxy)phenyllamino}-l//-benzimidazol-5-yl)-i-nyaroxy-z-vphenyl... c a.yl>- 
7 t-dihydro-l//-isoindol-l-one . 


26 


"ntethyl {5-[l-hydroxy-3-oxo-2-(phen y lmethyl)-2,3-dihydro-l//-iso l naoi- J -y.j-.-meihyl-lW- 
benzimidazol-2-yl}carbamate 


27 


3-(l//-benzimida Z ol-5-yl)-3-hydroxy-2<phenylmethyl)-2,3-d.hydro-l//-.soindol-l-one 


28 


5-[ 1 -hydroxy-3-oxo-2-(pheny ltnethy 0-2,3-dihydro- 1 //-isoindol- 1 -y l]-Af-methy 1- 1 H- 
benzimidazole-2-carboxamide . .. 


29 


^-hydmxv-3-f2- m ethvl-l«-benzimidazol-5-yl)-2-(phenylmethyl)-2,3-d>hydro-l//-iso.ndol-l-one 


30 


— ■ _ , . _ ,i -j i HihvHrn-l W-isoindoM -vll-3,4-dihydroquinoxalin- 

7-[l-hydroxy-3-oxo-2-(phenylmetnyl)-2,3-ainyoro-in liomwi j.j j «i 


31 


one ■ ■ . . z 5~v:„„ f i^iKuHrA 1 W-knindol-l-vll-3 4-dihydroquinOxalin- 

7-[2-(3-chlorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-lrt-JSOinaoi i yij «»j s 


32 


^(1/f) one — rrr\ — j 5 wi i a HihvHro-?//-! 4-benzoxazin-6-yl)-l,3- 

1 1-dimethylethyl 4-{[l-hydroxy-3-oxo-HJ-oxo-J,4-dinyilro-2/i l,* oenzoxdzm »y; 


33 


6-(l-hydroxy-2-{[2-(methyloxy)phenyijmeihyl)-i-oxo-^,J-aii.jraiw-iJj j j 


34 


benzoxaz.n-3(4//)-one 3 . d ihydrO>l//-isoindol-l-yl}-2//-l,4- 
6-{2-[(3-chlorophenyl)methyl]-l-nydroxy-3-oxo-^,J-ainyoro m i»uiiiu«. 7 , 


35 


benzoxazin-3(4//)-one 3-dihvdro- 1 //-isoindol-1 -yl}-2//- 1 ,4- 
6-{2-[(2-chlorophenyl)methyl]-l-hydroxy-3-oxo-2,i-<iinyoro-i« isomuui j>s 


36 


benzoxazin-3(4«)-one i;m nindol 1 v» "// ' 1 

6-{2-[(3-fluorophenyl)methyl]-l-hydroxy-i-oxo-2,3-dihydro-l//-isoinaoi i yi> , 


37 


_benzoxazin-3(4n>one — ^ihvdro-1//-isoindol-l-yl}-2/M,4- 
6-{2-[(2-bromophenyl)methyl]-l-h y droxy-3-oxo-z,j-uniyu. u .~ j / 

benzoxazin-3(4//)-one . ■— ■ — „ ^ , 4 _ 


38 


6-{2-[(2-fluorophenyl)methyl|-l-hydroxy-J-oxo-2,i-diliyUi U -w; ,«,iiwoi i yij , 


39 


benzoxazin-3(4/Q-one icnindol-l-vl1-2//-l 4-benzoxazin- 

6-[2-(3-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindo)-l yij Ztt i,t oenzo a* 


40 


- , 3 ( 4 "7*° ne -' ■- — -t-l — —^h^iwuA™ i u Unindol-l-vll-2//-l.4-benzoxazin-3(4//)- 

6-[l-hydroxy-2-(3-iodophenyl)-3-oxo-i,3-dihydro-lrt-isoinaoi i yij *n 


41 


- ■ — ,. , u j -..I „~^.-> t rfihvrirfi-1W-isoindol-l-vn-2//-l,4-benzoxazin- 

6-[2-(3-bromophenyl)-l-hydroxy-3-oxo-2,3-dinyaro-in lsoinaoi yij ^ , 






43 


' M»-"y^y-2-[3-(methyloxy)phenyU-3-oxo-2,i-d»hydro-l//-. S o.ndol-l-yl}-2//-l,4- 


44 


- HlTy^T^M 

3(4//)-one — 


45 
46 


i.hvdr 0 xv-3-^l//-indol-5-yl)-2-{phenylniethyl)-2,3Hi.hydro-l//-isoindoi-i-one 
- met hyl[6-(l-hydroxy-3-oxo-2- P henylW^^ 


47 


3f4//Vone 
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48 


6-{r2-(3-phenyl-l,2,4-oxadia2ol-5-yl)phenyl]carbonyl}-2W-l,4-ben2Oxazin-3(4/0-one 


49 


6-{[2-d//-benzimidazol-2-yl)phenyl]carbonyl}-2//-l,4-benzoxazin-3(4W)-one 


50 


6-(l-hydroxy-3-oxo-2-{[2-(trifluoromethyl)phenyl]methyl}-2,3-dihydro-l//-isoindol-l-yl)-2//- 
1.4-benzoxazin-3(4//)-one „ „ _ — 


51 


6-{2-[(5-brotno-2-fluoro P heny l)methy 1]- 1 -hydroxy-3-oxo-2,3-dihydro- 1 w-isoindol- 1-y 1} -2.H- 1 ,4- 
benzoxazin-3(4/Q-one . _ ■- 


52 


6-{l-hydroxy-2-[(3-nitrophenyl)methyl]-3-oxo-2,3-dihydro-lrt-isoinaoi-i-yif-zn-i,4- 
benzoxazin-3(4//)-one _ _ — — ~ — -77 


53 


6-(l-hydroxy-3H)xo-2-{[3-(trifluoromethyl)phenyl]methyl}-2 1 3-dihydro-l//-isoindol-l-ylV2//- 
1.4-benzoxazin-3(4tf)-one . — . — „ — 


54 


6-(2- {[2,3-bis(methyloxy)pheny l]methy 1 } - 1 -hydroxy-3-oxo-2, j-dinyaro- 1 «-isoindol- 1 -y l)-ztf - 
1.4-benzoxazin-3(4//)-one — 


55 


6- { 1 -hydroxy-2-[(3-iodophenyl)methy l]-3-oxo-2,3-dihydro-l //-isoindol- 1 -y\)-ltl- 1 ,4- 


56 


6-[l-h'ydroxy-Voxo-2-({3-[(trinuoromethyl)oxy]phenyl}methyl>2,3-dihydro-lWMSoindol-l-yl> 


57 


6-(l-nydroxy-2-{[2Kmethylthio)phenyl]me^ 


58 


^(M-diflllmphenyOM-hydroxy-S^ 


59 


MXdroxy-2-[3-(l-mcthylethyl)phenyl3-3-oxo-2,3-dihydro-l//-isoindol-l-yl}-2//-l,4- 


60 




61 




62 


vl]benzenesuIfonamide _ H _ 


63 


6-{2-[5-chloro-2-(methyIoxy)phenylj-l-hy(lroxy-J-oxo-2,3-d.l.yd.«-lV/-^'i^i 1 yij 
benzoxazin-3(4W)-one — , ■— — j dol , v n 


64 


6-{2-[4-fluoro-3-(trifluoromethyl)phenyl]-l-hydroxy-3-oxo-/,J-ainyoro-./7 .»v...u U . yi> 
1.4-bcnzoxazin-3(4H)-one ■ 


65 
66 


3-hydroxy-3-(l//-indol-6-yl)-2-(phenylm e tbyl)-2,3-dihydro-lff-.soindoi-i-one 
6.[2-(3-fluoro-5-iodophenyl)- 1 -hydroxy-3-oxo-2,3-dibydro- 1 tf-isoindoi- 1 -y 1 \-iti- 1 ,4- 


67 


H2<3^^^ 


68 


6-[2^5 n -dinuoro P henylVl-hydroxyO-oxo-2,3-dih y dro-l//-isoi 


69 


' M^yToxy^-^methylsulfonyOpheny^ 


70 


- efry"^ 


71 


- iffS^^ 


72 




73 


" 6-^3-a"^ 


74 




75 


" e-p^chlor^-methylphenylH-hy^^ 


76 


one . 
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77 


6-[2-(3-ethynylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2f/-l,4-benzoxazin- 
3(4//)-one 


78 


6-f 1 -hydroxy-2-(3-hydroxypheny l)-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl]-2//- 1 ,4-benzoxazin- 
3(4//)-one . 


79 


6-{l-hydroxy-3-oxo-2-[3-(phenyloxy)phenyl]-2,3-dihydro-l//-isoindol-l-yl}-2//-l,4- 
benzoxazin-3(4//)-one 


80 


6-(l-hydroxy-3-oxo-2-{3-[(phenylmethyl)oxy]phenyl}-2,3-dihydro-l//-isoindol-l-yl)-2//-l,4- 
benzoxazin-3(4//)-one . r 


81 


3-fl-hydroxy-3-oxo-l-(3-oxo-3,4-dihydro-2//-l,4-benzoxazin-«-yl>l,3-diliy(lro- J irt-isoinaoi-z- 
yl]benzamide 


82 


6-{l-hydroxy-2-[3-(hydroxymethyl)phenyl]-3-oxo-2,3-dihydro-l//-isoindol-l-yl}-2rt-l,4- 
benzoxazin-3(4//)-one . : 


83 


6-[2-(2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2W-l,4-benzoxazin- 


84 


3-hydroxy-3-[2<methylamino)-l//-benzimidazol-5-yl]-2-(phenylmethyl)-2,3-dihydro-l//- 
isoindol- 1 -one . — : — 


85 


6-(2-biphenyl-3-yl- 1 -hydroxy-3-oxo-2,3 -dihydro- 1 //-isoindol- 1 -y l)-2//- 1 ,4-benzoxazin-3(4//> 


86 


" 6-(2- {3-[(dimethylamino)methyl]phenyl } - 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl)-2//- 
1.4-benzoxazin-3(4W>one , _ : 


87 


6-[2-(3,5-dichlorophenyl>l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yli-2/Y-l,4-benzoxazin- 


88 


6-(l-hydroxy-3-oxo-2-piperidin^-yl-2,3-dihydro-l//-isoindol-l-yl)-2//-l,4-benzoxazin-3(4//) 


89 


6-[2-(3- {[2-(dimethylamino)ethyl]oxy}phenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 yl] 
?W-l,4-henzoxazin-3(4//)-one : 


90 


, r , t — j tt^ — \ u , ',„i,-_,,in -j „„„ -i -i HihvHrn-l W-isoindol-l-vll-2W-l,4-benzoxazin- 

6-[l-hydroxy-2-(2-methylpnenyl)-i-oxo-2,j-ainyaro in lsumuui i jij . 

3(4//)-one . — — — 


91 


^methyl-2-[(3-oxo-3,4-dihydro-2//-l,4-benzoxazin-6-yl)c a rbonyl]-W-phenylbenzamide 


92 


methyl {5-[l-(ethyloxy)-3-oxo-2-(phenylmethyl>2,3-d.hydro-l//-isoindol-l-yl]-l//- 
benzimidazol-2-yl} carbamate 


93 


Phenylmethyl 2-[(2-{[(methyloxy)carbonyl]amino}-l//- 

benzimidazol-5-yl)carbonyl]benzoate 


94 


3-hydroxy-3-(l//-indazol-5-yl)-2-(phenyimethyl)-2,3-dihydro-l//-isomdol-l-one 


95 


3-hvdroxy-3-{l//-indazol-6-yl)-2-(phenylmethyl>2,3-dihydro-l//-isoindol-l-one 


96 


ethyl {5-[l-hydroxy-3-oxo-2-<phenylroethyl)-2,3-dihydro- 1 //-isoindol- 1 -yl]- 1 //-benzimidazol-2- 


97 


"2-rnethylpropyl {5-[ 1 -hydroxy-3-oxo-2Kphenylmethyl)-2,3-dihydro- 1/7-isomdol- 1 -yl]- 1 H- 
benzimidazol-2-yl}carbamate — 


98 


methyl {5-[l-hydroxy-3-oxo-2-(2-thienylmethyI)-2 > 3-dihydro-l//-isoindol-l-yl]-l//- 


99 


methyl {5-[l-hyLxy-3-oxo-2-(2-phenylethyl)-2 ( 3-dihydro-l//-isomdol-l-yl]-l//-benz I m.dazol- 


100 


3-[2!amino-l-(l,l-dimethylethyl)-l//-benzimidazol-5-yl]-3-hydroxy-2-(ph e nylmethyl)-2,3- 


101 


3-{2-amino-l//-benzimidazol-5-yl)-3-hydn)xy-2-(ph e nylmethyl)-2,3-dihydro-l//-.soindol-l-one 


102 


. , ->_._-> i j!k„j m iu icr.inrtrtl-Uvn-1 W-henzimidazol-2-vllcarbamate 
methyl [5-(l-hydroxy-3-oxo-2,3-dinydro-in-isoinaoi-i-yi;-in Deiujiinuatwi ^ }n* 


103 


3-(methyloxy)butyl{5-[l-hydroxy-3-oxo-2-(phenyl m ethyl)-2 1 3-dihydro-l//-isoindol-l-yl]-lrt- 
benzimidazol-2-yl)carbamate ^ — - • a ■ i u i u 


104 


methyl (5-{l-hydroxy-3-oxo-2-[(lR)-l-phenylethyl]-2 ( 3-dihydro-l//-.soindol-l-yi>-irt- 
benzimidazol-2-yl)carbamate 


105 


methyl (5-{ 1 -hydroxy-3-oxo-2-[( 1 S)- 1 -pheny | e thyl]-2,3-dihydro- l//-isoindol- 1 -yl) - ih- 
benzimidazol-2-yl)carbarnate . — 1 



289 



WO 2008/076415 



PCT/US2007/025751 



Entry 


Table 6. Representative Raf Inhibitors 
Name 


106 


2-{methyloxy)ethyl {5-[Nnydroxy-3-oxo-z-y)ncnyiineinyij-z,j-ainyuiu-iri / j 
benzimidazol-2-yl}carbamate . . „ 


107 


methyl {6-[l-hydroxy-3-oxo-2-(phenylniethyl)-2,3-dihydro-lrt-isoinaol-l-ylJ 1 mclhy 
bcnzimidazol-2-vl>carbamate _ _.. „ jt; 


108 


prop-2-yn-l-yl {5-[l-hydroxy-3-oxo-2-lphenylinethyl)-2,3-dihydro-iyj-isuiiiwi i VJ 
benzimidazol-2-vU carbamate — 


109 


but-2-yn- 1 -y 1 { 5-[ 1 -hydroxy-3-oxo-2-(phenylmetliyl)-^,i-dihydro- 1 W-isoindoi- I -y I J n 
benzimidazol-2-yl}carbamate -— ■ ■ 


no 


1-mcthylethyl {5-[l-hydroxy-3-oxo-2-u>nenyimeinyi^z,j-amyaro-i/7-i»uiuuui y j 
benzimidazol-2-yl}carbamate — \\~\h 


111 


methyl {5-[2-(2,3-dihydro-l«-inden-2-yl)-l-hydroxy-3-oxo-2,3-dihydro-irt-isoindol ylj 
benzimidazol-2-vUcarbamate - 


112 


methyl {5-[l-hydroxy-3-oxo-2-(pyridin-4-ylmethyl)-2,3-dihydro-l//-isoinaoi l yij in 
hpn7imida7/>l-2-vl) carbamate — — 


113 


methyl {5-ll-hydroxy-3-oxo-2-(pyndin-3-ylmetnyo-z,j-ainyaro-i/7 iwihuui y j 
benzimidazol-2-yl}carbamate ■ — 


114 


methyl (6-{2-[(3-fluorophenyl)methylj-i-nyaroxy-j-oxo-^,j-uuiyui U -i« 1 »«'->'«' j ' 
benzimidazol-2-yncarbamate ■ „ . — 


US 


methyl {5-(l-hydroxy-2-(3-methylphenyl)-3-oxo-2,3-dihydro-iH-isomaoi i yij in 
benzimidazol-2-vUcarbamate hM1J , Wthvn ^ oxo . 2 3 -dihvdro-l//-isoindol-l-yl)- 


116 


methyl [5-(l-hydroxy-2-{[2-{methyloxy)prienylJmethylJ-i-oxo-iJ,J dii.yaio ibumuu y , 
ltf-benzimidazol-2-yllcarbamate 3_dihvdro-l//-isoindoM-yl)- 


117 


methyl [5-(l-hydroxy-2-{L3-{,methyioxy;phenylJmeiliyl)-i-oxo-i,j oinyoro in iwmuu , , 


118 


ltf.benzimida7X)l-2-yl1carbamate ■ 3 OXQ 2 3 . dihvdro .i^ iso indol-l-yl)- 
methyl [5-(l-hydroxy-2-{[4-(methyloxy)pnenylJmeihyl}-3-oxo-Z,J-ainyaro in isuumv j > 

1 W-benzimidazol-2-yncarbamate _ -_ ... , — . „ i ,.n.i u. 


119 


methyl (6-{2-[(4-fluorophenyl)methylJ-l-hydroxy-J-u*u-/,3-auiyuiu i;j i-uu j i 


120 


_b^iir^.ol-2-vl)carb a rn a te 3^ihvdro-l//-isoindol-l-yl}-ltf- 
methyl (6-{2-[(3-bromophenyl)metnyij-i-hydroxy-j-oxo A.s-ainyuru in .m> j 


121 


benz^.dazol-2-yncarbamate , 3 . dlhvdro .i//- is oindol-l-yl}-ltf- 
methyl(5-{l-hydroxy-2-[(3-iodophenyUmethylJ-i-oxo-2,3-diliyd«o-irt isoinuui y , 


122 


benz,midazol-2-yl>carbamate 3 -dihvdro-l//-isoindol-l-yl}-ltf- 
methyl (5-{2-[(3-chlorophenyl)methyiJ-i-hydroxy-J-oxi>-/,J-u.hyan> m i-uh.uu. j / 

benzimidazol-2-yl)carbarnate^ Hihvdro-lfl-isomdol-l-ylHff- 


123 


methyl (5-{2-[(2-fluorophenyl)methylj-l-nydroxy-3-oxu-2,J-d.l.yO' 1 >-i^ iwuiuuj y ; 


124 


benz.m.dazol-2-yl)carbamate vlmethvh . 2 3 . d ,hvdro-l//-isoindol-l-yl]-l//- 
methyl {5-[l-hydroxy-3-oxo-2-(pyrKliii-^-yimeinyi^,j-ainyaro in imjihuui y j 

benzim.dazol^-vQcarbarnate ^„ v , mgthv | V2 3 dihvdro-ltf-isoindol-l-y !]-!//- 


125 


phenylmethyl {5-[l-hydroxy-3-oxo-2Hpnenytm«hyl)-2,J-diliyUi U i« lsoinaoi yij 


126 


2-fluoroethyl {5-[l-hydroxy-3-oxo-2-^pnenyimeinyi^,j-uinyu.« l5UI,n *" ' ,J 
b e nz.m.dazol-2-Yl)carbamate ^ ihvdro i//-i so indol-l-yl]-l//-benzimidazol- 


127 


propyl {5-[l-hydroxy-3-oxo-2-(prienylmethyl>-2,3-dihydro-l//-isoinaoi i yij in ociu. 


128 


. _2-yl)carbamate ^ — tK .,i^^i,>n«n 3 mtn-2 3-dihvdro-l//-isoindol-l-yl}-l//- 

methyl (5-{l-hydroxy-2-[4-(methyloxy)phenyl]-3-oxo-z,J-ainyoro in k>u.i.u». y , 

benzimidazol-2-yl)carbamate . . — — : — — — 


129 


methyl (5-{2-[(2-chlorophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-irt-isomaoi i yij »' 


130 


benz.midazol-2-yncarbamate 3 . d ihvdro-ltf-isoindol-l-yl>-ltf- 
methyl (5-{2-[(2-bromophenyl)methyi]-l-hydroxy-3-oxo-z,j-ainyoro in iso...uu. y * 


131 




132 


benzimidazol-2-yl)carbamate _ — ■■ . . 1 


133 


""rr^KHMvyt^^ 

benzimidazol-2-yl)carbamate . 
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134 


Name , 

— ri. < it n n kmmnniipnviv 1 -h vdroxv-3 -oxo-2,3 -dihydro- 1 //-isoindol-1 -y IJ- 1 H- 
nethyl {5-[2-(3-Dromopnenyi;-i-iiyuiuAy j-uw-v ' 

>enzimidazol-2-yl} carbamate 


135 
136 


— tU ,i ic n nJrhinronhenvn-l-hvdroxv-3-oxo-2 ,3 -d ih ydro- 1 //-isoindol- 1 -y lj- 1 n- 
ten7imidazol-2-vncarbamate — 


-»k..i /< n fiiinrnnhenvn-l-hvdroxv-3-oxo-2,3-dihydro-lW-isoinaoi-i-yij-i«- 


137 


henzimidazol-2-yl)carbamate „ ■ , ."tt 


138 


— »u ,i / <Tn m Kmmnnhenvn- 1 -hvdroxv-3 -oxo-2 f 3-dihydro- 1 -isoindol- 1 -ylj- 1 w- 
H ethyl {j-|z-^4~Droniopnenyi/~i iiywvAjr ^ v>vw » * 

Tenzimidazol-2-yl}carbamate — , , , r . . ■ . . , n , „ 


139 


u , It m »ui^«K»n«n i hvHm*v-3-oxo-2 S^ihydro-i/Z-isoindol-l-yiJ-Wi- 
methyl {5-[2-(4<hlorophenyo i ny° rox y • ' 

benzimidazol-2-vUcarbamate — 


140 


1_ i ic n //n .nmnWnvn i -hvdmxv-3-oxo-2,3-dihydro-l //-isomdol- i-y'J- 1 ™ 

methyl {5-[2-(4-tiuoropnenyi / )-i-nyuioAy UA " " ^ 


141 


methyl {5-[2-(3,5-dimetnyipnenyi)-i-nyuro*y j-vau •<-,-■ j 


142 


henz,m,dazol.2^ 

methyl {5-l2H^-' luoro P nen y ' ' * J ' - 1 


143 




144 


methyl {S-Ll-nyflroxy-z-^z-iiicuiyipiiciiy'/ -> > j 


145 


methyl (5-{l-hydroxy-iJ-li-l.meinyioAy;piiciiyij ^ 

henzimidazol-2-yOcarbamate — — . . ,., , , J 


146 


■ . , f r. u a.~„. i ia mi>thvlr»henvn-3-oxo-2J-dihydro- 1 //-isoindol- 1 -ylj- 1 n- 

methyl {5-[l-hydroxy-2-(4-metnyipnenyij j ™ j 


147 


methyl (5-{l-hydroxy-3-oxo-/-lJ-V"'ii uolo,,,cl "J''''H" l ' ,, J j 


148 


ben^midazol^-yOcarba^ 

but-2-yn-l-yl (5-{i-hydroxy-j-oxo-z-nin./-i ' J ' ' 


149 


N-ethyl-/V^-{5-[l-hydroxy-J-oxo-^ vpiiciiyii«s>"j v > j 


150 


^nzimidazo^ 

phenylmethyK5-ll-nyaroxyo oxu i iv»«yr' r j ' 


151 


henzimid^ 

methyl {6-[2-(3-amino-5-cnioropnenyij i nyun«v 


152 


^^°\ 2 -^f^ t ' x V .3-oxo-2.(phenylmethyl)-2,3-dihydro.l//-isoindol-l-ylJ-»/j- 
piperidin-4-ylmethyl {5-ll-nyaroxy-J-oxo-i vpnd.?...^ ' r 


153 


benzimidazol-2-ylKarbarnate 2 3 . dih y dro .i//.i so ,ndol-l-yl]-l//- 
methyl {5-[2-(cyclopropylmethylH-hy»kvAy-j-oKu ->-> "'"J""" 


154 


- ^n^idazol-^yl^arh^ 
methyl {5-[2-{2,2-<limethyipropyi;-i-»y" i « A / -> ^ 


155 


^enzimidazol^-ylloarba^ 

methyl {5-[2-(3,5-dichloropnenyi>-i-nyorosy j-vw .? 


156 


- bCn ?T^'ntditTur2nylV 

methyl {5-[2-(3,5-ditluoropnenyij-i-nyuru*y j v/»«- j 


157 


be n7l mid B rol-7-yl}carbam^ 

A^ethyl-/V45-{l-hydroxy-3-oxo-^HUK^ P"™? 1 *" 1 ''' *• ' 






159 


--mgiH^^^ 


160 


isoindol-l-ynO//-benzimidazol-2-yl}carbamate^ 


161 


methyl {5-[2'(cyclohexylmethyl)-l-hydroxy-3-oxo-2,3-d.hyaro-i/Y-. S u.nU u l 1 ylj ■« 
benzimidazol-2-vl>carbamate . - ■ 
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162 


Table 6. Representative Raf Inhibitors 

Name 

— l i ic n u ,),„„», o n mPthvlnronvlV3-oxo-2 3-dihYdro-l//-isoindol-l-yl]-l H- 
nethyl {5-[l-hydroxy-2-(/-metnyipropyi,rj-uAu i,j uuijr««" 


163 


, e nz.m,da^l.2-yl) Ca rbamat e thiazol . 2 . v i roethy i ) . 2 3-dihydro-l//-isoindol-l-yl]-l/y- 
nethyl {5-[l-hydroxy-3-oxo-2-(.i,J-tniazoi-z-yiineuiyi,ri 1 j uiiiy«i«-« 

&enzimidazol-2-vl>carbamate _ 


164 


— : — t. r r*. ,*> a jti IZu^TnTTT^HrnYv-T-nvn-S 3 -d hvdro- 1 W-isouidol- 1 -ylj- ln- 
methyl {5-[2-(3,4-difluorophenyl)-i-nyaroxyo-oxo-z,j-uiiiyuiu j * 


165 


^mu^ol^ 

methyl (5-{2-[l-(3,5-difluorophenyi)etnyij-i-nyoroxy j uau u« / 
benzimidazol-2-yOcarbamate _ 77-- ■ ... n lfJ 


166 


. ,~ ,, /-, n «.—., ,iwv,,,n 1 hvrfrnxv-l-oxo-2 3-dihvdro-l W-lSOUldOl-l-y 1 ) 

methyl (5-{2-[l-(3-tluorophenyijetnyij-i-nyuruxy j oxo ^ u.nyu.u- 


167 


benz.m.d a zQl-2-yl)carbamate 3 ^ ihydro . 1// .i so indol-l-yl)-l//-ben Z im,dazol-2- 
methyl [5-(2-cyclohexyl-l-nyaroxy-3-oxo-z,j-umyuiu m » .7 ✓ 


168 


yl]carbama ht/Hmw-l-oxo-2 3-dihvdro- 1 W-isoindol- 1 -y 1]- 1 
methyl {5-[2-(2,5-dmuorophenyl)-i-nyaroxy j-wxo umyuiv 


169 


benz.midazol^-yllcarbamate 3 . dih ^,,^0 indo l-l.yl]-l//-b e nzimidazol-2- 
;V-{5-[l4iydroxy-3-oxo-2-(phenyimetnyi^.£,.s-ainyuro in / j 


170 


yl)-N--(phenylmeth y nure a rDhenvtmethy i). 2 3-dihydro-l//-isoindol-l-ylM//- 
piperidin-4-yl {5-ll-hydroxy-3-oxo-2-Cpnenyim«nyu ^^'''J" 1 " 


171 


benz,m,dazol-2-yl)carbamate dih dro ,,^ 5oin do M-yl]-l//-benzimidazol-2- 
^-{5-[l-hydroxy-3-oxo-2-(phenyimetnyi>z,j-ainyuro in iwmuv j 4 


172 


methyl (5-{2-[l-(2-fluoropnenyijetnyi]-i-nyuroAy > 1 
iv»rmmidazol-2-yncarbamate ___ — ■ . . . r 


173 


methyl (5-{l-hydroxy-3-oxo-2-[K*-™ ,CT y | ^ e,n " 1 J z '-' 7 


174 


benz.m.dazol-2-yl) C arb^^^^^^^ 

methyl (5-{2-[l-(3-chlorophenyi;etnyij- 1 nyuru*y j u » u v « / 


175 


benz 1 m,da^ol-2-yl)carban^ pmeth , } heny|] , 3 ^ xo .2, 3 -dihydro-l//-isoindol-l- 
methyl (S-tl-hydroxy-i-L- 5 " 1116 ^ 1 " 3 "*- 11 " 11101 ^ 0 y ;F J J 


176 


vn-^-benzim.dazol-a-^arbamate oindol .i. yll .lH.benz,midazol-2- 
yV-{5-[l-hydroxy-3-oxo-2-(phenyimeihyl^2,3-dihyaro i« isomoui y j 


177 


vlipropanamide . ;TTTilwdro \H i-ointH-'-y 1 ]- 1 

methyl {5-[2-(3,4-dichlorophenyl)-l-hydroxy-i-oxo-/,J amyoro in imh y 


178 


b^nzimidf.rol^-vncarbamate 3 ^i hydro .r tf .isoindol-l-yl]-l//-benzimidazol- 
methyl {5-[2-(3-ethylphenyl>l-hydroxy-i-"AW,JHjniyuiu 


179 


2-vl}carbamate , ■ „„ n . hv M r0 v V .3^xo-2 3-dihydro- 1 ff-isoindol- 1 -yl]- 1 H- 

methyl {5-[2-(3-ethynylphenyl)-l-hyUiuA/-J-oxo-^,j amyuiu 


180 


methyl {5-[2-(4-chloro-j-metnyipnenyi,f-i-»yu'«'v - — — ' 


181 


benzimidazol^-yUcarbamate t^^ifl^ethyDphenyllethyD^^-dihydro-ltf-isoindol-l- 
methyl [5-(l-bydroxy-j-oxo-2-{l-l3-U"" u0lw, " cu, yw ic "' ,JCU '' 1 

y l>ltf.benzim.da70l-7.-yl1carbamate ' . „ 2 g^^Y/M so indoM-ylH"- 1 


182 


methyl (5-{l-hydroxy-J-oxo-z-UlW.^l-ijliciiylKH»pyiJ -,J-amyui« 


183 


methyl [5-(l-nyaroxy-j-oxo-.£ iv« ■■»"«■"■■ ^ ^ j-™^ 


184 


l//.benzimidazol-2-yl1carbamate d)h ydro . ltf - i50 indol-l-ylJ-l^ 
methyl {5-[2-{2,3-difluorophenyl)-l-nydroxy-3-oxo-z^ ainyoro m ■»« 


185 


- ^^^ ld ^'- 2 -y l > c f bam ^ v ^v nhenv i me thvlV2 3-dihydro-l/y-isoindol-l-ylJ-l^- 
cyclohexyl {5-[l-hydroxy-3-oxQ-2-(pnenylmetnyi,N:,.> awyu™ 

benzimidazol^vllcarbamate ^ xo . 2 .( P henvlmethyl)-2,3-dihydro-l//-i5oindol-l- 


186 


tetrahydrofuran-2-ylmethyl i5-ll-hyaroxy-3-oxo-2Kpnenyimeuiyi; ^ y 






188 




189 


benzimidazol-2-YHcarbamate _ 
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190 


methyl {5-[2-(2,3-dimethylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-17/-isoindol-l-yl]-l//- 
benzimidazol-2-vllcarbamate ... .. ... — 


191 


methyl {S-p-^-dihydro- l//-inden- 1 -y 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- l-yij- 1 ti- 
benzimidazol-2-yl}carbamate _ — — — — 


192 


methyl (2S)-cyclohexyl[ 1 -hydroxy- 1 -(2- {[(methy loxy)carbonyljamino J- i w-benzimidazol-j-y 1)- 
3-OXO- 1 .1-dihvdro-2//-isoindol-2-ynethanoate _ ,,_ — __ _ 


193 


methyl {5-[2-(2,6-difluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-ylJ-l/i- 
benzimidazol-2-yl}carbamate _ __ — :r - rrw 


194 


methyl {5-[2-(3-chlonwl-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yij- 1 n- 
benzimidazol-2-yl} carbamate . - ; 


195 


"but-3-en- 1 -yl {5-[ 1 -hydroxy-3 -oxo-2-(pheny lmethyl)-2,3-dihydro- 1 W-isoinooi- i-y ij- 1«- 
benzimidazol-2-vUcarbamate 


196 


2 2 2-trifluoroethyl {5-[l-hydroxy-3-oxo-2-{phenylmethyl)-2,;5-dihydro-in-isoinuoi-i-yi]-iJ4- 
benzimidazol-2-yl) carbamate 


197 


methyl { 5-[ 2-(5-chloro-2-fluoropheny 1)- 1 -hydroxy-3 -oxo-2,3 -dihydro- 1 //-isoindol- 1 -y IJ- 1 H- 
benzimidazol-2-yl}carbamate . . , ,- 


198 


methyl (5-{2-[l-(5-chloro-2-methylphenyl)ethyl]-l-hydroxy-3-oxo-2,3-dihytlro-l//-isoinaol-l- 
vl) - 1 //-benzimidazol-2-yl)carbamate — ,, , rr 


199 


methyl (5-{ 1 -hydroxy-3 -oxo-2-[( 1 S)- 1 -phenylpropyl]-2,3-dihydro- 1 //-isoindol- l-y 1}- 1 H- 
benzimidazol-2-yl)carbamate . . — — ... . — 


200 


methyl (5-{2-[l-(3-chloro-2-methylphenyl)ethyl]-l-hydroxy-3-oxo-2 > 3-dihydro-lrt-isoinaoi-i- 
vU-1 //-benzimidazol-2-yl)carbarnate . rr rrr— 


201 


methyl (5-{l-hydroxy-2-[i-(5-methyl-2-thienyl)ethyl]-3-oxo-2,3-dihydro-ltf-isomdol-i-yij-i«- 
benzimidazol-2-vncarbamate . — - 


202 


methyi"(5-{2-[l-(5-chloro-2-thienyl)ethyl]-l-hydroxy-3-oxo-2,3-dihydro-iri-isoindol-l-yl}-i/i- 
benzimidazol-2-yl)carbamate . — r— — ; — 


203 


"methyl {5-[l-h y droxy-2-<3-iodophenyl)-3-oxo-2,3-dihydro-l//-isoindol-l-yll-l//-benzimidazol- 


204 


mlthyl (5-{l-hydroxy-2-[3-(l-methylethyl)phenyl]-3-oxo-2,3-dihydro-l//-isouidol-l-yl}-l//- 
benzimidazol-2-vlkarbamate 


205 


mP thvl a n-ffiiran-2-vlmethvl)-l-hydroxy-3-oxo-2,i-dihydro-lW-isoinUol-l yl\-Hl- 
benzimidazol-2-vUcarbamate , — — . , - — 


206 


methyl {5-[ 1 -hydroxy-3 -oxo-2<3-thieny lmethy l)-2,3-dihydro- 1 //-isoindol- 1 -ylj- 1 H- 
benzimidazol-2-y 1 } carbamate . — . — _.. , ; 


207 


.u i r< ft ^^inKiiM/impthvlVI-hvdroxv-S-oxo^.S-dihydro-iW-isoindol-l-ylJ- 1 "- 

methyl {5-|.2-^cyclODUtyimeinyi^-i-nyuiuAy j-v™ —•• J 


208 


3 3 3-trinuoro-i-nyQroxy-iv-\j*ii 1 v v ^ * j j * 

vil-'l //-benzimidazol-2-yl } -2-(trifluoromethyl)propanamide 


209 


"Litt»,i 1 1 hvHrnyv.2-f l-f4-methvl-2-thienyl)ethyl1-3-oxo-2,3-dihydro-l^-isoindol-i-yl}-l//- 


210 


"methyl (5- {2-[ 1 -Vbromo^-thieny l)ethy»]- 1 -hydroxy-3 -oxo-2,3 -dihydro- l//-isoindol- 1 -y 1} - 1 //- 


211 


rTth7^ 


212 


'lelX^ 

vll- 1 //-benzimidazol-2-y 1} carbamate — — 


213 


"ifei-hydroxy-3-oxo-2-(phenylmethyl)-2,3-dihydro-l//-isoindol-l-ylj-i«-benzimiaazol-2- 
vl)piperid.ne-l -carboxamide . 




methyl {5-[2-(3-bromo^ 


215 


henzimidazol-2-yn carbamate „_ — , - — 


216 


" me*yl{5-[l-hydroxy-3-oxo-2-<tet^^ 

benzimidazol-2-yl}carbamate — 


217 


b_enzirnidazol-2-yl)carbarnate . _ ' 
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218 


Table 6. Representative Raf Inhibitors . 

Name 

. " -n 1 u „).„„,, v /< n hvrfrnYv-3-oxo-24Dhenvlmethvl)-2.3-dihydro-l//-isoindol-l- 

/n-l//-benzimidazol-2-vn-3-(tTifluorom e thyl)but a namide 


219 


u" . f i u ^ i ri Cmathvlciilfnnvl'>nhenvn-3-oxo-2 3-dihydro-l/i-isoindol-l-yiJ-l"- 
methyl (5-{l*nydroxy-^-[3"i.nieinyisuiionyi;piiciiyij j v-w ^-.j 

>eny.imidazol-2-v0carbamate , — - , 


220 


methyl (5-{l-hydroxy-3-oxo-2-ljHP t,en y ,ox y>P nen y | J ' 4 - > U1 "J ,U1U 'a"'""" 1 J « 
benzimida7X)l-2-yncarbam a te „ lm< ,,hvi^vv1nh e nvn-2 3-dihvdro-l//-isoindol-l-yl)- 


221 


methyl [5-(l-hydroxy-3-oxo-2-{3-[(phenylmethyl)oxyJphenyi>-z,J ainyaro 1/7 j v 
Itf-benzimidazol-a-yllcarbamate 3 ^i hvdro .itf.i w indol-l-yl)-ltf-beittin.idazoW2- 


222 


methyl [5-(2-biphenyl-3-yH-hydroxy-J-oxo-z,J-ainyoro in imoihuoi 1 


223 


yljcarba . — i_.„_,,i /« r» Viw^mYv.l-oxo-2-fDhenvlmethyl)-2,3-dihydro- 

2 2-dimethyl-3-[(phenylmethyl)oxyjpropyi tD-ii-nyaroxy j «w * vp'«-»7 

1 tf-isoindol- 1 -y 11- 1 «-benzimidazol-2-yl) carbamate 


224 


: — . r« li -1 ti 1 hvHmvv-'?^iyo-2 3-dihvdro-l/T-isoinaoi-i-yij"in 

methyl {5-[2-(3-chloro-2-rluoropnenyl)-i-nyaroxy-j-oxu i ( j-umyu<« 

benzimidazoI-2-vl}carbamate — __ -— n , ., 


225 


methyl {5-[2-(3-cyanophenyl)-l-hydroxy-3-oxo-z,j-oinyaro \n isomuui j j 


226 


hen2imidazol-2-yl)carbamate , 3 . d ihvdro-l//-isoindol-l-yl]-lW- 

methyl {5-[2-{3-ethynyl-4-fluorophenyl>l-hydroxy-3-oxo-z,J-ainyaro-i/7 iwi»u« 7 j 

benzimidazol-2-yl)carbamate dihvdro-l//-isoindol-l-yl]-l//- 


227 


methyl {5-[2-(4.nuoro-3-methylphenyl)-l-nyaroxy-3-oxo-2,3-dihydro l« isomaoi yu 


228 


benzimidazol-2-yl}carbamate ^TjTiJdro VI i-oinrtftl 1-yi]-i"- 

methyl {6-[2-(3,4-dichloro-2-fluorophenyi>i-nyaroxyo-oxo-Z,J-amyaro-i/7 isum j j 


229 


benzimidazol-2.yl)c a irbam a te hv droxv-3-oxo-2-(phenylmethyl)-2,3- 

f(4S>2 2-dimethyl-l,3-dioxolan-4-yl]metnyl p-11-nyaroxy j u*o * <.p»v j- / 1 

A-,h,Arn.\ w.i S ni n dol-l-vn-l//-benzimid S 7ol-?-yl)carbamate 


230 


-■ * ,„ ,—r . h„„n 1 hvHrnxv-3-oxo-2 3-dihydro- 1 rt-isomaoi- 1 -y ij- • di- 
methyl {5-[2-(5-bromo-2-fluorophenyl)-l-nyaroxy j uxu z.,j-uu.j 


231 


b^.dazol-2-yl)carb a ma t e hvdroxv , 3H)X0 . 2 3 - d ihydro-l/f-isoindol-l-yl}-l//- 
methyl (5-{2-[3<acetylamino)phenyij-i-nyuruxy J-oxo z,j umyu 


232 


^benzim^dazol^-yljcarbamate yiw.envn-2 3-dihydro-lfl-isoindoM-yl}-lff- 
methyl (5-{l-hydroxy-J-oxo-z-lMphenyluiclliyl) F l.^yU uu, ^ u 


233 


benzimidazol-2-yl)carbam a te hv d rQ xv-3-oxo-2 3-dihydro-ltf-isoindol-l-yl}-ltf- 
methyl (5-{2-[H4-chloro-2-thienyl)etHylJ-l-hydroxy-J-oA« z.j-uiuywv 

benzimidazol-2-yl)carbamate l/f i-oindrl '-;-'}■"- 


234 


methyl (5-{l-hydroxy-3-oxo-2-l3-( P henylcarbonyl)phenylJ-2,3-dihydi U Wi imwwui i J 


235 


benz.midazol-2-yl)carbamate _ Jl1n .,H.! m i„Hni.1. 

methyl [5-(2-{3-[(dimethylamino)metnyijphenyl}-l-liyd'Oxy j-oxo z,j ui iyuiw 


236 


ylVl//.b e nzimid a zol-2. V llcarbamate vdroxv ,. OX0 . 2 3^ihydro-l//-isoindol-l-yl}-l^ 
methyl (5-{2-[3-(aminosultonyl)phenyl]-t-hydroxy-3-oxo-z,j-ainyaro-in 


237 


benzimidazol-2-yncarbamate 3.d,hvdro-l//-isoindol-l-ylJ-l>V- 
methyl {5-[2-{3-acetylphenyl)-I-hydroxy-3-oxo-z,i-ainyoro-in iso...u« j- j 

benzimidazol-2-yl}carbamate ^ j^^,.,.^., W . 


238 


methyl {5-[2-(3-ethyW-{luoroprienyi>-l-hydroxy-J-wA«-z > J-auiyuiu j 
benzimidazol-2-yl} carbamate r-rr—. \ t 3 jii, dro 1 H i-niir*-' l y'l- 1 


239 


" methyl {5-[2-(3-chloro-5-fluorophenyU-i-hydroxy-i-uA U -2,J-UUiyaiu iu i-uinu j ^ 
benzimidazol-2-yl}carbarnate irj;,^] Tyl] 1 H 1—- 


240 


AA{6-[l-hydroxy-3-oxo-2-(phenylmetnyl)-2,3-dihydro-lH-isomaoi 1 yij i" 
Y IV2-methylpropanamide 3 Jilt Jro 1// j-rri — '-y'}- 1 w - 


241 


"methyl(5-{2-[H3-chloro-2-thienyl)ethyl]-l-hydroxy-J-oxo-z,j-uiiiyu, u -w 1 »™ y / 


242 


- benzimidazol-2-yl)carbamate - t ^i hv dro-l//-isoindol-l-yl)-l//-benzimidazol-2- 
methyl[5-(l-hydroxy-3-oxo-2-pyndin-3-yl-2,3-<lihyUiu-Wi lioiituui yu 


243 




244 




245 


benzimidazol-2-vlrcarbamate ■ — 
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246 


methyl {5-[2-(3,5-dichloro-4-nuorophenyl>l-hydroxy-3-oxo-2,3-dihydro-l//-isoindoH-ylJ-irt- 
bcnzimidazol-2-vUcarbamate . _ — . — — 




2,2-dimethyl-3-(methyloxy)propyl {5-[l-hydroxy-3-oxo-2-(pheny[metnyij-^,J-ainyoro-i«- 
isoindol- 1 -vll-1 tf-benzimidazol-2-y 1 } carbamate — — , . , , 




3-hydroxy-2,2-dim e thylpropyl{5-[l-h y droxy-3-oxo-2-(phe n ylmethyl)-2 > 3-d.hydro-lH-.so.ndol- 
1 -yll- 1 tf-benzimidazol-2-yl}carbamate ,,777 — 


249 


methyl (5-{2-[l-(5-bromo-2-thienyl)ethyl]-l-hydroxy-3^xo-2,3-dmydro-irtMSOindol-l-yl}-l«- 
benzimidazol-2-yQcarbamate . . . — — — — - — 


250 


methyl {5-[2-(4,5-dichloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-lW-isoindol-l-yIJ-lW- 
benzimidazol-2-yl} carbamate — - — — • - 


251 


methyl {5-[2-(3-bromo-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 -isoindol- 1-ylJ- 1 H- 
benzimidazol-2-vl}carbamate . — _- 


252 


methyl {5-[2-(3-chloro-2,4-difluoropheny 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 «-isoindoi- 1 -yij- 1«- 
benzimidazol-2-yl) carbamate _ — 


253 


W-{6-[l-hydroxy-3-oxo-2-(phenylmethyl)-2 ( 3-dihydro-l//-isoindol-l-y!j-lrt-Denzimidazol-2- 


254 


methyl (6-0-methyl-3-oxo-2-[3-(trinuoromethyl)phenyl]-2,3-dihydro-l//-isoindol-l-yl}-l//- 
hen7.imidazol-2-yl)carbamate — 777 


255 


methyl [5-( 1 -hydroxy-3-oxo-2-{3-[( 1 , 1 ,2,2-tetrafluoroethyl)oxy jpnenyi j-z„>-dihydru- 1 H- 
isoindol- 1 -ylV 1 tf-benzimidazol-2-vllcarbamate 


256 


methyl {5-[l.hydroxy-3-oxo-2-(3-piperidin-4-yiphenyl)-^,J-0!nyaro-lW-i S oiiidul-l-ylJ-»^- 
benzimidazol-2-vU carbamate — ■ r. — 


257 


methyl {5-[2-(3-ethenylphenyl>l-hydroxy-3-oxo-2,3-dihydro-iri-isoindol-l-ylJ-irt- 
benzimidazol-2-yl}carbamate - ... - — 77: . - 111 -A\ \ U 


258 


methyl (5-{2-[3-(dimethylamino)phenyl]-l-hydroxy-3-oxo- J £,J-ainydro-lr7-isoindol-l-ylJ-iH 
benzimidazol-2-yl)carbamate , , n rg 


259 


2,2-difluoro-Ar-{6-[l-hydroxy-3- 

benzimidazol-2-yl}cyclopropanecarboxarnide — .„ ^ wf 


260 


"Ar-ethyl-W^e-^-fluorophenyO-l-hydroxyO-oxo^.S-dihydro-lrt-isoinaoi-i-yll-IH- 
hf-n7imidazol-2-vl]urea — . — - 


261 


methyl {5-[2-(3-aminophenyl)-l-hydroxy-3^^ 


262 




263 




264 




265 




266 


methT^Vbromophenyl^ 


267 


J//.benzimidazol-2-yl1carbamate i/Z-isoindol-l-ylJ-l/V- 


268 


methyl {5-[l-hydroxy-3-oxo-2-(phenyisuuonyl)-2,3-dihydro-l//-«soindoi 1 yij i« 


269 


" methyl {5-[(2-{[(phenylamino)carbonyl]amino}phenyl)carbonylJ-lW-benzimidazoi^- 

- vn car ^ amate ■ — ; — — ., :„_\_u~ r ,,,)VarKnn W-henzimidazol-2- 


270 


methyl (5-{[2<{[(phenylmemyl)oxy]carbonylJamino)pnenyijcaroonyi,-i#7-u C i^.....aazoi t. 
vHcarbamate . : — ; ~ 


271 


methyl [5<{2.[(2-phenylhydrazino)c a rbonyl] P henyl}carbonyl)-l//-benz.m.daz 0 l-2-yl]carbamate 


272 


methyl {5-[(2-{[<phenyloxy)ammo]ca^^ 


273 


- -but-2.yn-l.yl {5-[2-(4-f1uorophe n yl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-l//- 

benzimidazol-2-yltcarbamate , . 
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274 


^{5-[l-hydroxy-3-oxo-2-(phenylmethyl>2,3-dihydro-l//-iso»ndol-l-yl]-l//.bcnzimidazol-2- 
yl) -3-piperidin- 1 -ylpropanamide 


275 


W-{6-[2-(4-fliiorophenyl> 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl]- 1 //-benzimidazol-2- 
yljpropanamide 


276 


AH4-fluoropheny l)-2- { [2-(pent-4-ynoylamino>- 1 //-benzimidazol-6-yl]carbonyl}benzamide 


277 


4-(dicthylarnino)-/V-{5-[l-hydroxy-3-oxo-2-(phenylmethyl)-2,3-dihydro-l//-isoindol-l-ylJ-lW- 
benzimidazol-2-ylibutanamide . _~ 


278 


N {5 [1 hydroxy-3-oxo-2-(phenylmethyl)-2,3-dihydro-lW-isoindol-l-yl]-l//-benzifnidazol-2- 
yl)-4-pyrrolidin-l-ylbutanamide _ 


279 


3-piperidin- 1 -ylpropyl {6-[2-(4-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -ylj- 
l//-benzimidazol-2-yl) carbamate 


280 


ia 4u„i«;«.„-,;n 1 ulWnnul //?.n,f4-fliirtrnnhenvlV1-hvdrOXV-3-OXO-2,3-dihydrO-lW- 

3-(,4-metnyipiperazin-i-yi;propyi {o-i.£-^H-iiuuiu|Mrc«yi,ri 'v""" 1 / •* > J 
isoindol-l-yll-l//-benzimidazol-2-yl}carbamate _ 


281 


methyl {5-[2-(3-bromopnenyl)-J-oxo-z,J-ainyaro-i/i-isoinuoi-i-yij-i/7 iruuuiiuma» 


282 


methyl {5-[2-(3-ethynyl-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-l// 
benzimidazol-2-yl} carbamate 


283 


2-piperidin-l-yietnyl {3-i^-t4-riuoropnenyi;-i-iiyuruxy-j u»u umjui*/ " ' J 
l//-benzimidazol-2-yl}carbamate 


284 


methyl {5-[2-(3-chloro-2-methylphenyl)-l-hydroxy-3-oxo-2,3-dihydro^ 

benzimidazol-2-yl}carbamate . — 


285 


/i r> <■<; r-hinm-7.methvlnhenvn-l-hvdroxv-3-oxo-2,3-dihydro-l«-isoindol-l-yiJ-i«- 
rnetny i {j-iz-^D-cnioro-A-nieiiiyiynciiyij i nyuwvy -> j 

benzimidazol-2-yl}carbamate — — 


286 


tf-{6-[l-hydroxy-3-oxo-2-<phenylmethyl)-2,3-dihy^ 

yl} -2,2-dimethyl-3-piperidin- 1 -ylpropanamide ■ ■ , , „ , U w. • -^i o 


287 


tf-{5-[2-(4-fliioropheny 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -ylj-l rt-benzimidazol-2- 
yl}^»-piperidin-l-ylbutanamide _■■■„, 


288 


^-{S-^-chloro^-fluorophenyO-l-hydroxy-S-ox^^-dihydro-iw-isoinool-l-ylJ-lW- 
benzimidazol-2-yl}-4-piperidin-l-vlbutanamide . _ 


289 


methyl [6-({2-[(pheny]carbonyl)amino]phenyl}carbonyl)-lW-benzimidazol-2-yl]carbaniate 


290 


r< n t,,,j^„„„ -> a mr>mhr>lin-4-vlnhenvn-3-oxo-2 3-dihydro- 1 //-isoindol- 1 -ylj- 1 H- 

methyl {5-ll-nydroxy-.£-i.j-niorpnoiin- < »-yipHciiyi/ j ™ t,™i;«v , 

benzimidazol-2-yl}carbamate _ 


291 


~-i ^i—.k„i a . n ;n/iwwi if. r9.n.chlnro-2-fluorophenvlVl-hydroxy-3-oxo-2,3-dinydro-lrt- 
2-(dimettiylaminojetnyi to-|>-\j-cnioru-,£ uuuiupnsiiyi/-! njr»««<v > * 

isoindol-l-yn-lW-benzimidazol-2-yl}carbarnate 


292 


2-(diethylamino)etnyi jj-iz-^j-cnioro-^-iiuurupiicnyiy-i u;""" 1 ; " » » 
isoindol- 1 -yll- 1 //-benzimidazol-2-yU carbamate ltJ 


293 


— 1 — i ..i=,h.,i ;i r-> ti rhinm.7.fliioroDhenvn-l-hvdroxv-3-oxo-2,3-dinydro-l/i-isoindoi- 
2-piperidin-l-yletnyl is-iz-^j-cnioro-i-iiuurupiiciiyv i ' * 

1 -yll- 1 //-benzimidazol-2-Yl} carbamate . — 


294 


3-piperidin- 1 -ylpropyl {6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-AJ ainyaro in 
isoindol-l-yl]-l/Y-benzimidazol-2-vl}carbamate 


295 


2-piperidin- 1 -ylethy 1 {6-[2-(3-bromopheny I)-3-oxo-2,3 -dihydro- 1 //-isoindol- 1-ylJ-l/i 
benzimidazol-2-yl} carbamate _ ■ 


296 


methyl {6-[2-(3-bromophenyl)-4//-ditiuoro-i-nyaroxy-j-oxo-^-Qinyuru-in-iavn««« 7 j 
benzimidazol-2-yl}carbamate — — 


297 


2-[methyl(phenylmetnyl)aminojetnyi p-|/-^j-cnioro-.£-iiuurupiisiiyi,; "J 1 ** / ■ 
dihvdro-l//-isoindol-l-ylM//-benzimidazol-2- y l}carbamate 




methyl {5-[ 1 -hydroxy-3-oxo-2-(3- P yrrolidin- 1 -y lphenyl>2,3-dihydro- 1 //-isoindol- 1 -ylj- 1 fi- 
benzimidazol-2-yl}carbamate . — ______ rrT7T — 


299 


methyl {5-[2-(5-chloro-2,3-difluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro-l //-isoindol- 1 -yl]-l H- 
benzimidazol-2-yl}carbamate 


300 


methyl {5-[l-hydroxy-3-oxo-2-(pyrrolidin-2-ylmethyl)-2 J 3-dihydro-l//-isoindol-l-ylj-Irt- 
benzimidazol-2-yl}carbamate „ — 


301 


methyl {5-[l-hydroxy-3-oxo-2-(pyrrolidin-3-ylmethyl)-2,3-dihydro-l//-isomdol-l-ylJ-lW- 
benzimidazol-2-yl}carbamate . , 1 
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Name 


302 


1 -methylpiperidin-2-yl)mcthy 1 {6-[2-(3-chloro-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 
i H-winAoU 1 -vll-1 //-benzimidazol-2-yl) carbamate . : _ 


303 


(2S)-l-methylpyrrolidin-2-yl]methyl {6-[2-(3-chloro-2-fluorophenyl)-l-riy(lroxy-J-oxo-z J j- 
dihydro-lW-isoindol-l-yl1-l//-bcnzimidazol-2-yl}carbamate 


304 


octahydro-2 W-quinolizin- 1 -ylmethyl {6-[2-(3-chloro-2-fluorophenyl)- 1 -hydroxy-J-oxo-2,3- 
dihvdro- 1 //-isoindol- 1 -yll- 1 //-benzimidazol-2-vl } carbamate 


305 


methyl {5-[2-(5-bromo-2-methylpheny 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol-1 -y 1J- 1 H- 
henzimidazol-2-vncarbamate — — ZTT~ 


306 


5-[2-(3-chloro-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro-l //-isoindol- 1 -yij- 1 ,j-ainyoro-^/i- 
benzimidazol-2-one _ — . . . . — — „— 


307 


methyl {5-[2-(3-bromo-2,5-difluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro-l//-isoindol- 1 -yij-i «- 
benzimidazol-2-yl}carbamate . — ... — : — — 


308 


% v.' n i;« a i/i»»hvi i« n-/"?-rhlorn-2-fluoroDhenvn-l-hydroxy-3-oxo-2,i-diliyUi'0-in- 
2-morpnoUn-4-yieinyi \o-[i-^j-tniui u-i uuyiuptivnji; v v / * * 

isoindol- 1 -y 11-1 //-benzimidazol-2-yl } carbamate _ 


309 


(l-methylpiperidin-3-yl)methyl {6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-:>-oxo-2,3-dinydro- 
l//-isoindol-l-yll-l//-benz.m l dazol-2-yl}carbamate UiJol 1 vll 


310 


methyl (5-{2-[5-chloro-2-(methyloxy)phenyl]-l-hydroxy-3-oxo-2 ) 3-amyoro-i«-iwm U o.-i yi) 
l//-benzimidazol-2-yncarbamate 


311 


methyl [5-(2-{3-[cyclohexyl(methyl)amino]phenyl} - 1 -hydroxy-J-oxo-AJ-dihydro- 1 //-isoinaoi 
1 -vlVl tf-benzimidazol-2-yllcarbamate ^ _ 


312 


8-azabicyclo[3.2.1]oct-3-ylmethyl {6-[2-(3-chloro-2-fluorophenyl>i-nyaroxy-3-oxo-2,3- 
dihydro- 1 //-isoindol- 1 -yll- 1 //-benzimidazol-2-yl> carbamate 


313 


methvl(6-fU3-bromophenyl)-5-oxopyrrolidin-2-yl]-l//-benzimidazol-2-yl}carbamate 


314 


Ti : 1 ..,i,i. w Min.A viwthvl (5-n-hvdroxy-3-oxo-2-(phenylmethyl)-2,3-dihydro-l//-isoindoi- 

(l-methylpipendin-4-yijmeinyi p-n-nyuruxy j v*« j * 

1 -vll- 1 //-benzimidazol-2-yl>carbamate — ■- 


315 


i i ^^ Pt K„u.hvl 4 H41-hvdroxv-3-oxo-2-(phenylmethy )-2,3-dihydro-l//-isoinaol-l-ylJ- 
1,1-dimethylethyl 4-tim3-Li-nyaroxy j uau * / ' ' ' 

i f/Jw^mjd»zol-2-vnamiiiote^ 


316 


(l-methylpiperidin^-yl)methyl {5-[2-{3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro- 
i w-ic»;nHnl-l-vn-1 W-henzimidazol-2-yl} carbamate .... 


317 


0 n LthvlninJidin^-vlkthvl I 5-f2-(3-ch!oro-2-nuorophenyl)-l -hydroxy-3-oxo-2,3-dihydro- 
2-(l-metnylpipenuin-<»-yijeuiyi \j i^- v.-' - r / 

1 f/-Um n rfnl-l-Yll-l tf-benzimidazol-2-yl} carbamate . _ 


318 


methyl ({6-[2-(3-chlo r o-2-^^ 

benzimidazol-2-vl} amino)(oxo)acetate ^ 


319 


a>/< <i wh^vv nM 7-h-(Dhenvloxv)pheny 1-2,3-dihydro- 1 W-isoindol- 1 -y 1} - m~ 
W-(5-{ 1-hydroxy-j-oxo-^-iJ vP nc,, y ,UA J r '>' " J > ' 


320 


^nzimidazo^^^ 

methyl {6-[2-(3-bromopnenyi)-i-meinyi j-uxu "i»; u,v 


321 


^"^■ C r b | ama l e ^h,.t ?vnlvl (6-f243-chloro-2-nuorophenyl)-l-hydroxy-3-oxo-2,3-d'hydro- 
4-(diethylamino)but-2-yn-l-yi lo-li-V-' cnioru i nuuiwpiik.1 / / j j 

l//-isoindol- 1 -vlj- 1 //-benzimidazol-2-vl}carbamate ■ 


322 


■ re m lui^ o ^-Hifi.mrnnhenvlVl -hvdroxy-3-oxo-2,3-dihydro-l//-isoinool- t -ylj- 1 «- 
methyl {5-[2-(3-cnloro-2,o-ditiuoropnenyi;-i nyurwiy j-ww-*., j 


323 


ben^'d 3 ^ 

2-(2-oxopyrrolidin-l-yl)etnyi {o-iz-^j cnioru a wunvyu^ujT j j 

isoindol- 1 -yll- 1 //-benzimidazol-2-y 1 ) carbamate — - ■ 


324 


on ^rHinvnnvrrolidin-l.vhethvl (6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dinyaro- 


325 


2 2,3,3-tetrHlluorocycioouiyi j j-iz-^j-vmvi " " / * j * 

k'oindol- 1 -vll- 1 W-benzimidazol-2-y 1 } carbamate , ... , „ n .,, 




■ i- ace tyl-/{5-[2-(3-chloro-2-nuoroph e nyl)-l-hydroxy-3-oxo-2 ) 3-dd.ydro-l//-isoindoi-i-y.i-.W- 
benzimidazol-2-vl}piperidine-4-carboxamide 


327 


yV-{5-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dmydro-i«-isoindol-l-ylJ-IW- 
>«.nTi m iH a 7«l-2-yl}cyclobutanecarboxamide ^ — , . 


328 


- methyl [5-(2-{3-[eth y l(phenyl)amino]phenyl}-l-hydTOxy-3-oxo-2,3-dmydro-l//-.so.ndo l -i-yu- 
1 //-benzimidazol-2-yl]carbamate . — rr, ~ 


329 


>{6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3^dihydro-l//-isoindol-l-yij-i//- 
benzimidazol-2-vl>-2,2-difluorocyclopropanecarboxamide _ 
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Entry 


Name 


330 


cyclobutyl {6-[2-(3-chloro-2-fluoropheny l> 1 -hydroxy-3-oxo-2,3-dihydro-l //-isoindol- 1 -yl]- 1 H- 
benzimidazol-2-yl} carbamate — 


331 


2 2-difluoroethyl {6-[2-(3-chloro-2-fluorophenyl>-l -hydroxy-3-oxo-2,3-dihydro-lW-isoinaon- 
yll-l//-benzimidazol-2-yl)carbamate 


332 


2-(3<hloro-2-fluorophenyl)-3-hydroxy-3-[2-(pyridin-2-ylamino)-l//-benzimidazol-5-ylJ-2,3- 
dihydro-l//-isoindol-l-one ,, — - — 


333 


1 methylethyl {6-[2-(3-chloro-2-fluorophenyl)-l -hydroxy-3-oxo-2,3-dihydro- 1 w-isoindol-l-ylj- 
l//-benzimidazol-2-yl}carbamate 


334 


cyclopropylmethyl {6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l- 
yll- 1 //-benzimidazol-2-yl}carbamate 


335 


N. {5-[2-(3-chloro-2-fluoropheny 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -ylj- 1 H- 
benzimidazol-2-y 1 } cyclopropanecarboxam ide „ _ — 


336 


2-(methyloxy)ethyl {5-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-irt-isoinaoi- 
1 -yll- 1 //-benzimidazol-2-yl}carbamate 


337 


tetrahydroruran-2-ylmethyl {6-[2-(3<hloro-2-fluorophenyl)-l-hydroxy-3-oxo-AJ^ihydro-i//- 
isoindol- 1 -yll- 1 //-benzimidazol-2-y 1 } carbamate 


338 


JV-{5-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-lrt- 
benzimidazol-2-yl} -2-(2-thienvnacetamide _ — 


339 


"methyl {6-[2-(3-chloro-2-fluorophenyl)-4,7-difluoro-l-hydroxy-3-oxo-2,3-dUiydro-l«-isoinaoi- 
l-yn-l//-benzimidazol-2-vncarbamate . ■ 


340 


"ethyl {6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isomdol-i-yij-i«- 
benzimidazol-2-yl} carbamate — 


341 


2-fluoroethyl {6-[2-(3-chloro-2-fluorophenyl)- 1 -hydroxy-3-oxo-A J-ainydro- 1 W-isoiuUol- 1 -ylj- 
l//-benzimidazol-2-yl}carbamate — — 


342 


methyl (5- { 1 -hydroxy-3-oxo-2-[2-(phenytoxy)phenyl]-2,3-dihydro- irt-isoindol- 1-y 1} - in- 
benzimidazol-2-yl)carbamate r 


343 


Ar-{5-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-irt-isoindoM-ylJ-lrt- 
benzimidazol-2-yl)-^-diethylpentanediamide — _ 


344 


cyclobutylmethyl {6-[2-(3-chloro-2-fluoropheny 1)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1- 
ylM//-benzimidazol-2-yl}carbamate — , 


345 


2 2 2-trifluorocthyl {6-[2-(3-chloro-2-fluorophenyl)-l-hydroxy-3-oxo-2,j-ainydro-l//-isoindOl- 
1 Iyll-1 //-benzimidazol-2-y 1} carbamate 


346 


methyl (5-{2-[3-(l , 1 -dimethy lethyl)pheny l]-l -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- I -yi> - 1 «- 
benzimidazol-2-yQcarbamate H ihvHro-1tf isoindol- 1- 


347 


methyl {6-[2-(3-chloro-2-fluorophenyl)-7-fluoro-l-hydroxy-3-oxo-Z,J-dihydrc~l//-.^...d U l I 
y|1-l//-benzimidazol-2-yl}carbamate i - , n - 3 dihvdro 


348 


2-{3-chloro-2-fluorophenyl)-3-hydroxy-3-[2-(phenylamino)- 1 rt-Denzimidazol-i-y 1J-2.J U.hyoro 
1 //-isoindol- 1 -one . , Hitwdm-l //-isoindol~ 


349 


methyl {6-[4,7-dichloro-2-(3-chloro-2-fluorophenyl)-l-hydroxy-J-oxo-2,i-dihyUiv»-l« buHUHH 
1 -yll- 1 //-benzimidazol-2-yl} carbamate 


350 


phenylmethyl 2-[(2-{[(ethyloxy)carbonyl]amino}-l,3-benzoxazol-5-yl)carbonyl]benzoate 


351 


n rsjhlnrn.l-ethvnvl-2-methvlphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l- 
methyi {j-lz-{y-cnioro-J-euiynyi-£ iii5uij*h"*'»'/*/ * ii^w j 

vll-l//-benzimidazol-2-yl}carbamate . — -77. . . . , „ 


352 


methyl {5-[2-<5-ethynyl-2,4-difluorophenyl>l-hydroxy-3-oxo-2,3-dihy(lro-iAf-isoindol-l-ylJ- 
l//-benzimidazol-2-yl}carbamate 


353 


-„.u.,i /<: o-rtjthvnvi.7 d-HifluoroDhenvlVl-hydroxy-3-oxo-2,3-dihydro-l//-isoindol- 1 -ylj- 
mctnyl {D-|z-^j-einynyi-.£ J H-aiiiuuruyiiciiyiy-i u;wva; v » j 

l//-benzimidazol-2-vncarbamate „ _ — . — — — 




2-(3-chloro-2-fluorophenyl)-3-hydroxy-3-[2-(pyrimidin-2-ylamino)-l//-benzimidazol-5-yl]-2,3- 
dihydro-1 //-isoindol- 1 -one . — -.— 


355 


methyl {5-t2-(3-ethynyl-2-fluorophenyl)-4,7-difluoro-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol- 
l-vll-l//-benzimidazol-2-yl}carbamate 


356 


2-(3-chloro-2-nuorophenyl)-3-hydroxy-3-[2-(l,3-thiazol-2-ylam U io)-l//-benzimidazol-5-yl]-2,3- 
dihydro-l/7-isoindol-l-one _ 


357 


ethyl {5-[2-(3-chloro-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl j- 1, J- 
benzoxazol-2-Yl| carbamate 
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Entry 


Name 


358 


methyl {5-[2-(5-chloro-3-iodo-2-methylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-I-ylJ- 
l//-benziirtidazol-2-yl}carbamate 


359 


methyl { 5-[2-{3-ethyl-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-difty<lro- 1 w-isoindol- i-yl\-m- 
benzimidazol-2-yl) carbamate — — — — 


360 


methyl {5-[2-(5-ethynyl-2-methylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-lW-isoinaoi-i-yij-in- 
benzimidazol-2-yl}carbamate . — — 


361 


2^3-chloro-2-fluorophenyl)-3-hydroxyO-[2^pyrazin-'2-ylamino>lW-benziinidazol-j-ylJ-^,J- 
dihvdro-l//-isoindol-l-one -.— 


362 


"methyl {5-[2-(2-fluoro-3-iodophenyl)-l-hydroxy-3-oxo-2,3-dihydro-lW-isoindol-l-ylJ-lW- 
benzimidazol-2-yl) carbamate . . — — . . , , . n . 


363 


methyl {6-[2-(5-ethynyl-2-fluorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-i/<-isoindol-l-yIJ-irt- 
henzimidazol-2-yl} carbamate 1 -■ ■ -■ 


364 


2<3-ethynyl-2-fluorophenyl)0-hydroxyO-[2<pyrimidin-2-ylamino)-lW-ben/iniidiiioi-j-yil--i.- v 
dihvdro-l//-isoindol-l-one ... , --— — 


365 


"methyl {5-[2-(2,5-dimethylphenyl)-l -hydroxy-3-oxo-2, j-dihydro- 1 W-isomtful- 1 -y ij- ' n- 
henzimidazol-2-yl} carbamate — r , _ 


366 


"methyl {5-[2-(3-<thenyl-2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- irt-isomdol- 1 -ylj- 1 H- 
twn7imida7.ol-2-vl}carbamate — — — - — 


367 


methyl (6-{2-[2-fluoro-3-(methyloxy)phenyl>l-hydroxy-3-oxo-2,3-dihy(iro-i//-isoindol-l-yl}- 
1 W-benzimidazol-2-yl)carbamate — . ■ r-» — 


368 


methyl (5-{l-hydroxy-2-[2-methyi-5-(methylox y )phenyl]-3-oxo-2 > 3-dihydro-i«-isoinaol-l-yl}- 
IW-benzimidazol-2-yl)carbamate — . . .-: 


369 


methyl {S-p-(3^yiiyl-2-fluoroph^^ 

yii.i w-h*-nzimidazol-2-yl}carbamate , , .—. — ,„.•„,,.,, , ,, n 


370 


methyl {5-[2K2-fluoro-3-prop-l-yn-l-ytphenyl)^^ 


371 




372 


methyl |3-[z-{J^inynyi-i"incuiyiyn^i'7'./ "j j 


373 




374 




375 


^TotSmeLlphe^^ 

2-(5-cnloro-i-memyipnenyi/-j "j""-"^^ - 1 * 


376 


methyl {o-[i-^j-cnioro-i-iTiciiiyipiic»i7i/— »» — j 


377 


methyl |5-[z-^3-etnynyi-i"iiuuiujinvi»7i/-^ > j 


378 


^ C ![ ba Tn „ nrnn(ie nvn3.(2-l(6-chloro Py ridazin-3-yl)aminol-l//-benzimidazol-5- y i}-3- 
2-(3^hloro-2-fluoropnenyu-J-{i-lv 0 ^ ;^luru H/ ,,u » t,,, J j > 1 

hvdroxv-2.3-dihydro- 1 tf-isoindol- 1 -one -, . J , „ -: — : — r-rn " 


379 


" » hL? finnronhenvlM 7-difluoro-3-hydroxyO-[2Hpyrimidin-2-ylamino)-i«- 
2-(3-chloro-2-tiuoropnenyu-^, ' uuiuuiw-j <v-4« j i \rj 

i*™i m idazol-5-vil-2.3-dihydrc- 1 //-isoindol-l-one — ■ 


380 


- ZIkvI fs \->J1 flLro.5-methvlphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-ylJ-l/i- 
methyl |5-[i-li"iiuoro-j'"n*cuiyi r »iit»7i^ **j j 


381 


- STr^ 

methyl (3-ti-lZ-IIUOrU-J^iIltuijiv^rj>/"^» j j j j 


382 




383 




384 


- sassaags^**™ 


1 385 


5-yn-2,3-dihvdrc-l//-isoindoH-one „ — 
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